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(54)Title: NOVEL MEDICINAL COMPOSITIONS OF HYDROPVRIDINES 



(57) Abstract 

Compositions containing as the active ingredient 4,5,6,7-tctrahydrothicno[3,2-c]pyridincs represented by the following general 
formula (I): R^ -CH(R^ )-R^ or pharmacologically acceptable salts thereof which have an excellent efTect of inhibiting the progression of 
arteriosclerosis and a low toxicity and, therefore, are highly useful as remedies or preventives for arteriosclerosis. In said formula, R' 
represents optionally substituted phenyl; represents H, alkoxycarbonyl or optionally substituted aliphatic acyl; and R^ represents 
optionally substituted 4,5,6,7-tetrahydrothieno[3,2-c]pyridin-5-yl. 
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. *!^Bfltt. 4, 5. 6. T-Th^tKaf-xy [3. 2-c] ^Vi^ym^ 

, 4, 5. 6. T-rh^tKo^xy [3. 2-c] 'J < ii^O 

mm±n^^n^m(Di^l^. a£^/^tt4. 5. e. T-rh^tHaf-xy [3, 

4, 5, 6., 7-Th7tKa^xy [3, 2-c] t' 'J v >l^ag<**iIlQ^hlg 
46688 ^^z>IS. it#PBS58-10583^^^?E, 4#WBg59-27895-t^i^fB. !f#M¥6-41139 

■^^i>fsi?) . L*>t'^cC*ie). cn^<7)'ft^4«!i*i|JiiiiRii^i:jiMmiii^ffl^w-r'6i: 

*^afl€^4i. Mmzef). rh^tKa^xy [3. 2-c] \^')i/ymm 

^<r)mm^m^m\{.x^tzc ^o^^. !^S(Dt h^t Kaf-xy [3. 2- 

*^Bflti, 4. 5, 6. 7-Th^tKD^xy [3. 2-c] fJi/VSIS 
4. 5. 6, 7-7^ h9t Kof^xy [3, 2-c] f 'j S/ Vl^l^U < 
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m±t^^^n^i^<Difm. ^mt4 , 5. 6. [3. 2 

R'-CH(RM-R' (I) 
^^t^A, 5. 6, [3. 2-c] f 'J ^iJiXJi-g- 

CDmii^!^ § $ n ^ T- $) -5 o 

R' iix ^KSl^^s ^;U7K^i^S, c, -Ce 7;ud ^ i/:<7 ;u4<^;uS3^liM 
m^nT(/VTi;c);t/^C , -Ct §gfl^/i7i/;us (Mm^ma. Aoyy)!^. ?]< 

ti, MfS^nxi^Tt J:^/^4 . 5, 6. T-rh^tKo^xy [3, 2 
- c ] f 'j > - 5 - ^' JUS (fSSmStt. 7K^S. C , - C 4 7 3 4 v/S. 

-C. 7JHi^i/S. Ct -Cm7^;b^;U^^i/S, C, -C,B7;U:/7y 
^^i/S. C. -Cv v^a7;U^;U7!?;U;t<::i;U:tJf S/S. Cr -Cio7'j— ;U 

7 7;U^>'U7r4i^*>iU;^'-;U^^i/ST$>^, ) ^rfkto 

R' <^g^^nTI/^T't)J:^/^7x-;^S<7)±ia^S^eStt, C, -C. 7JU4 

M4{i(D7>iU^;U«T-$)0^f : AayyJg^^Col^T^i. mXii. ^m. i^S> 
?^^J^^T-$)OW ; 7;U:tag}^- C , -C4 7 )\y^ Jl^iZ^ly^Xlt. m 

j^^;u, 2 - 7;i/^o7'a 3 -7;u^n-7"n i^^u, 2 -7;u:}-a:^5';i/, 
3 - 7 o y 4 - 7 a y ^;u<Z) J; ^ '^jriimS L < li^lI^^ccom^Sfi 
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X'd. mXii. xh#v. ya.1?#>/, V/o 7>^i/. 

2 -7;L:ro^ V7*n.-K^v, 4 - 7 )ltu^ i/COJiO^Jimm^b < 
tt^Mttc7)l^l^g$ 1 7^S4{il(D7;u;l-aMJ$ST;U3^£/ST'*)0t#-6o 
R' (7)g^$nTt/^T^J:^^7xJ:.;^S©l:^^S^i, ftfiitcti, ^^;u«, i 

MiCtffiilCtl, ^-m!^.i=^. mm\^.=F. K 'j 7;i/:toy^jUS. i>7 

i^Mi$S(D§^i{i, Mtcti. 1 7;jM3T'$>0v MfcMJCtt, lXli2T'$)€> 

X h dr 7*n**^ i/;^;U7K-;i/. vyoTK^ S/*;u*"x;b, 7' h 

^ i/ i] )l . b ^i/tl JUrn^^Jl^. t - 7> ^ v 7!j ^b^'-^U, '^y^-'U 

4 7;U3^i/:^;U*'x;uST-*>0> MJCiifiiJCti, Ci -C2 T;UD#i/*;U*' 

^^u^^u. T-fef^;u. 7^0 e^f-ju, 7'f-'j;Uv V7'f- U ^b. yN'UU 
C, -Cfi 7;b:^y -r^US ; Xlii/i>a7'a t';U:^JU;i<x;u. v a 7'^;U:<7 ;b 
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9. IfcffjiJcii, 7-tf-;i/, yaf:J-^;u, -cy/^';;i/, S/^ayof;!/?!? 

I^Stt. tslgl^T. ^KKS, ^ h^i/g, 

)\^tu7-\i'f-)l. V )\/tu7'ti-)l. ^aoT-t!f-;b, h'J^oa7-t^;b 

3 -:^a^7"D h:'^-;U. 3 - a- K^a 4-7jU:ra 

3 - t Kn# >yo f:t^;U. 4 - t K D i/;/^ i; 5 - t K a ^ S/A* U 
^u, ^h + S/T-tr>;u, 3-y h=¥S^-7'n t*^-;u. 4 - ^ h i/^f- 'J ju. 5 
h^i/AU ij ih#i/T-t^;U, 3 - x h ^ v-/a f;}";^ jU. 4-xh 

4 - i/7 y 7> 5 - i/7y a'u a-, 2 -7>/u:rni/^n7*D t'-zbT!? 

;u;}<j^;u, 2. 2 -i>7;u^ai/^a7'n t'>iU7t?;U;lfxA-. 2-^aDi/^oy 
a i::*jU;<7;U;lfz^jU, 2 -7'o^ i/i^nT'o f;b:^;U;lf 2-7;u^ai/^o 
■^f-)V-h}\,-!t^^)V, 2 - ^uui/^u-;^)\yi] )\,t^^)V. 2 -7;u:tai/^?n^ 
y^;U*;u*';^;u, 2 - ^na >'^.a^>^;u:^j;u;tf^;u, 2-7>iU^nS/^n 
i/^U:*;!/^::!;!/, 2 - n n i/^ O's^if ;U*'-;U. 2-tKa^vv 
^OT'n t';U:^;U;t;r:;i,, 2 - b: Ko vi/^ a 7f-;u:*j ;U7Kzi;b. 2-tKn 
=^i/>'^a^>f-;U:<j;U#^;U, 2 - t K o =Sr v v r^^ v/JUt!? >iU*'^;U, 2 
- X h^i/iy^a7°a t'^U^^iU^^^U, 2 - ?< h ^ i/i/i? a:^f•;^;!7;^;^^•x;^, 
2-:>< h^i/i/'pvy<,y^)[,ij)\^Tf^:^)\y, 2-^ V^i/'y^Zi^i^^y)\,ij )lTf^=. 
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2-j:-h=^iyi/1>u^y^)\y/})l7f.^}l, 2 - :i- \> ^ iy i/ ^ u^^ 

,:^anT-t'^;U. 3 - ^Jb^oT'n e^i-^^u, 3 - ^ a nT'a t*:^-^. th'a" 
=5r S/r-tf-;i.. 3 - t Ka i/^o t:;r-;b, h :¥i/T-tf-;U. S-^h^i/ 

2 - 7;U:^-a i/^aya e;U:*;U;K^;u, 2, 2 - v^7;u^a i/^ uyo t:*;u:* 

;U;K-;u, 2 -7;U:i-a i/i?a/\df v;U:<};U7K-;U. 2 - fc: K o i/ ^ a 7^0 

MJlti )lyr^=-)V. 2- ^ V^iyiy^uyu\i)Vi} 2-:^V^i/i/^u 

Miciifiitcti. 7;upj-a7-bf^;u, S/7;u^D7-tf^;u, h 'J 7;u:tn7-t?-9' 
ju. ^an7-t^;u, 3 -7;u^a7'a 2 -7;u^n t/^J^nya e;!/ 

:^;U7tf-;u, 2-;?aai/i?n7'n f^U:^ ;U;K^;UXi± 2 - 7;L':tn v^^a 7^ 

t#{CfefiS!{C{l. 7;U:f 0 7-t^>'U, i/7 ^b^T o 7-tf-;U, h 'i 7 ;U^d 7-t-r 

c^Sm$nTl^T<bJ:t/^4, 5, 6. 7-7^h7tKa^iy [3. 2- 
c] fJi^y-S-f ;uS<DgiS»{C*>(/NT, 4ttS^SSU<ttSmC. -C. 7 
;U3^i/SS2/C, -C. 7>'U:3#i/:^;U;K-;U;i-^i/Sc7)C, -C. 7;i/3^ 

C3 -Ct >'i>o7;u^;u75?;u7K-;b:^-^i/S<7)C 3 -Cr S/^D 7;b+;b*>iu 

Ct - C ,47^;U^;U^# vSS(/C7 - C ,47^;u^>'U^^ i/:^ ;u:K-;u:t 
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C, -C .87JU:<jy-<;U;r:iri/S<7)C , - C . bT;U 
|tiie<7)R' (c:^t:r^C, -Ce r;u:<;y-rju. ^y:J'V')';u, ^ 
:^/^';U, T-hJ^)i^ y'^u^ji^ 5';xh-C>iU. A-;u$ h-(';L', XtToi' 

Cs -C,o7'J-;u^;U7tfj^;i,:t=^i/S(DCB - C .oT 'J {^il^tjf 
. 7x^;u. ±y^)\,mX'^^m. MJCtt, 7x-;uST'$>-i>o S/i, if±{C 
(i. S}SSi:L,T, C, -c. T;uJpjuS, C. -C. S/«3^(iAny 

4, 5. 6. 7-rh7tKnf-xy [3, 2-o] f 'J > - 5 - f ;US<D 
M^Stt. tlfiitCll. 7j<^S;C, -C4 7;UD^i/S;C, -C. 7;U3^^ 
^ h + v® : C, -C5 7 J -i ^ K ^ i/g ; ^ V^i/. y 

y -Y^U^^i/S ; C3 -Co v'i>0 7-'U#;U3!7;U;}<j:.;u;f i/g ; 

7;U3=iri/;^;U/K-;U:t#i/S3^li^f-;|.. yi-V^'y. 7>)U^agL<tt^ 

C, -Co 7 ^ ^ )^ V^'^m. ^y\/)\,:^^'ym. C, -C,27;U 
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<Dm^w:is^zf^n^<Dm^m'b^^m<Dit'^mzn^-^ti^o 
^tz. <k^4^5 (I) it. mmzmm±nm^n^iUi,zm.m^n^o ^M(o^ 

i^LTtt. mx\,t. 5i^v '^^^^^'t^^'j^^^^^i^^i^^ Ms y 

ae^ry^, g§^. ^.S§if. va-i^gf, vny^. iia^SJ, ^u^'yg?, 7 
v.'UK. i?xy^, x^ v;?,;u;fx>^, ^^y-b'y;?. 

Mtctt. tlKtS. mig. 53^*1. i/i-i^Stg. iiA^^tS. 7v;u^t^ 
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4) R' C0^^S$nit7x-;L.S(DMJ^S(D?$*s. 1 TliM 3 T-$)'S>^t^!^> 

6) R' <^M*^$n/i7x-;i.S(7)g}$S(DSmiiS3!>>, 2, 4Xtl6T-$>-2) 

7) R* tK^JI^. A;U;K^i/S, C, -C. TJU3^ i/:*;u**^;usx 

. ^h^iymR'diy7JmX'$>^o ) X'Sh^it^fit^. 

8) R=^ c, -C2 T;^□^v^;^4<-;^SXliS^$nT^^T4)^t/^. 

9) R^ ^^I^^T•gfe$nrl/^T4)J:l/^, T-t^JU. e;i--;U, ^ 
] 0) R'" ^^llT•T'g}^$nTl^T^ctl/^. 7°a t:':^- JUXii i/ D 7^ 

11) t>K 2mmm^tix[,^xh<ii\,^4. 5, e. 7-rh7tKD^ 
[3. 2-c] e'jr/y-5-^';us immmmit. ymm. c, -c. 7 

C, -C. 7>ini4i/y h4S/S, C, -Cb 7;u;!7y^;u^^v 
yi/;u^=^vS, C. -C.B7;u:^y ^'ju^^i/^. -Ce i/^n7;u^>ib 
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i/ [3. 2-c] fU i>y-5-i';uS (ISMISSli, TKiSS. ^h^i/S, 
xhJfi/S, z-yh^i/m. ^h#i/^hJrvS. C, -Cs TJL'Ay^^U:^- 

13) 2^i*sgj$$^^,x^/^T4)«t</^4. 5. 6. 7-5^h^tKaf- 

[3. 2-c] )im {tm^mi.t. i\<mm. fA-a^^u:*- 

14) 7i\ 2&75^Ml^^n/i4 , 5, 6, [3. 
2-c] f 'J i/ y - 5 - -r ;us tK^S. fAo^' ^l-^T^S/^c h ^ 

15) R' g^$n/i7x-;US (ISSiSSli, ^^>iUS. xf-;US. a 
nyyH^, 7;u^aM^-^^>'U«. ^h^v^. xh^i/g, 7;b:ta§^ 
-^hdfi/S. vrygj^ti- h oST-$)^o ) T'$>0, R^ *\ ti 

) X'$>D, i}K 2mm^^nX{,^XiiJ:l^4, 5. 6, 7-7^Ki7 
tKaf-xy [3. 2-c] f 'J 5 - ^' {immmit. C> 
-C. 7;ua#i/S. c, -C. 7;u3^i/^ C, -Cs 7;u:*y-r 

^ct(/^^y i/;U:f ^i/g, C> - C i87 Jb;^ 7 vg, Ca -Cs i/^O 
7;b^;U:^>il/:ttx;i.:i-^ri/S, ^f-JU, ^h^^ri/, y )ltU^L<itl^^UXm: 
^^nX'hJi\/^^>V'<)[^t^i/m. C. -C4 7;UD^5/?!?;U;KxjU;t^ S/S 
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l^>'U;i;;U*"^;UST$)0. R' 2fi*sS^^n/i4. 5. 6. 
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^O'^'*'^'^ PCT/JP97/02173 

1 2 



R'-CH(R^)-R' (I) 
[HI] 





R ' 


R * 


R ' 


1 


2-Cl-Ph 


c-PrCO 


2-OH-TTPy 


2 


2-F-Ph 


Prop 


2-OH-TTPy 


3 


2-F-Ph 


c-PrCO 


2-OH-TTPy 


4 


2-F-Ph 


c-PrCO 


2-AcO-TTPy 


5 


2-F-Ph 


c-PrCO 


2-Prop-O-TTPy 


6 


2-F-Ph 


c-PrCO 


2-Bur-O-TTPy 


7 


2-F-Ph 


c-PrCO 


2-Piv-O-TTPy 


8 


2-F-Ph 


c-PrCO 


2-Var-O-TTPy 


9 


2-F-Ph 


c-PrCO 


2-Hxn-O-TTPy 


10 


2-F-Ph 


c-PrCO 


2-Nnn-O-TTPy 


11 


2-F-Ph 


c-PrCO 


2-Dcn-O-TTPy 


12 


2-F-Ph 


c-PrCO 


2-PlL-O-TTPy 


13 


2-F-Ph 


c-PrCO 


2-Bn2-0-TTPy 


14 


2-F-Ph 


c-PrCO 


2-(t-BuOCOO)-TTPy 


15 


2-F-Ph 


c-PrCO 


2-{t-BuO)-TTPy 


16 


2-F-Ph 


c-PrCO 


2-Bn-O-TTPy 


17 


2-F-Ph 


c-PrCO 


2-MeOCH80-TTPy 


18 


2-F-Ph 


c-PrCO 


2-Piv-0CH20-TTPy 


19 


2-F-Ph 


c-PrCO 


2- (i-Bur-0) -TTPy 


20 


2-F-Ph 


c-PrCO 


2-MeO-TTPy 


21 


2-F-Ph 


c-PrCO 


2-EtO-TTPy 


22 


2-F-Ph 


c-PrCO 


2-Lar-O-TTPy 



wo 97/49397 



PCT/JP97/02173 



I 3 



C o 


6 r rn 


c-PrCO 


2-c-HxCO-O- \ I ry 


0 A 


t r r n 


c- rrtu 


2 -MeOCO-O- 1 1 ry 




0 V nu 


c-PrCO 


2-EtOCO-O-TTPy 


o c 
60 


^-r -Pn 


c-PrCO 


2-BnOCO-O-TTPy 


27 


2-Cl-Ph 


c-PrCO 


2-oxo-HTPy 


28 


2-F-Ph 


Prop 


2-oxo-HTPy 


29 


2-F-Ph 


c-PrCO 


2-oxo-HTPy 


30 


2-F-Ph 


Prop 


2-AcO-TTPy 


31 


2-F-Ph 


Prop 


2-Prop-O-TTPy 


32 


2-F-Ph 


Prop 


2-Bur-O-TTPy 


33 


2-F-Ph 


Prop 


2-Piv-O-TTPy 


34 


2-F-Ph 


Prop 


2-Var-O-TTPy 


35 


2-F-Ph 


Prop 


2-Hxn-O-TTPy 


36 


2-F-Ph 


Prop 


2-MeOCO-O-TTPy 


37 


2-F-Ph 


Prop 


2-EtOCO-O-TTPy 


38 


2-F-Ph 


Prop 


2- (t-BuOCOO) -TTPy 


39 


2-F-Ph 


Prop 


2-Bnz-O-TTPy 


40 


2-Cl-Ph 


c-PrCO 


2-AcO-TTPy 


41 


2-Cl-Ph 


c-PrCO 


2-Prop-O-TTPy 


42 


2-Cl-Ph 


c-PrCO 


2-Bur-O-TTPy 


43 


2-Cl-Ph 


c-PrCO 


2-Piv-O-TTPy 


44 


2-Cl-Ph 


c-PrCO 


2-Var-O-TTPy 


45 


2-Cl-Ph 


c-PrCO 


2-Hxn-O-TTPy 


46 


2-Cl-Ph 


c-PrCO 


2-MeOCO-O-TTPy 


47 


2-Cl-Ph 


c-PrCO 


2-EtOCO-O-TTPy 


48 


2-Cl-Ph 


c-PrCO 


2- (t-BuOCOO) -TTPy 


49 


2-Cl-Ph 


c-PrCO 


2-Bnz-O-TTPy 


50 


2-F-Ph 


2-F-c-PrCO 


2-Prop-O-TTPy 


51 


2-F-Ph 


2-F-c-PrCO 


2-OH-TTPy 



. wo 97/49397 

1 4 



52 


2-F-Ph 




2-F-c-PrCO 


53 


2-F-Ph 




2-F-c-PrCO 


54 


2-F-Ph 




2-F-c-PrCO 


55 


2-F-Ph 




2-F-c-PrCO 


56 


2-F~Ph 




2-F-c-PrCO 


57 


2-Ci-Ph 




2-F-c-PrCO 


58 


2-Cl-Ph 




2-F-c-PrCO 


59 


2-Cl-Ph 




2-F-c-PrCO 


60 


2-Cl-Ph 




2-F-c-PrCO 


61 


2-Cl-Ph 




2-F-c-PrCO 


62 


2-Cl-Ph 




2-F-c-PrCO 


63 


2-F-Ph 


2,2 


-diF-c-PrCO 


64 


2-F-Ph 


2,2 


-diF-c-PrCO 


65 


2-F-Ph 


2,2 


-diF-c-PrCO 


66 


2-F-Ph 


2.2 


-diF-c-PrCO 


67 


2-F-Ph 




Ac 


68 


2-Cl-Ph 




Ac 


69 


2-CN-Ph 




c-PrCO 


70 


2-N02-Ph 




c-PrCO 


71 


2-CF3-Ph 




c-PrCO 


72 


2'0CHF2-Ph 




c-PrCO 


73 


2-0CF3-Ph 




c-PrCO 


74 


2.6-diF-Ph 




c-PrCO 


75 


2.4-diF-Ph 




c-PrCO 


76 


2-F-6-Cl-Ph 




c-PrCO 


77 


2-F-Ph 




c-BuCO 


78 


2-Cl-Ph 




c-BuCO 


79 


2-CN-Ph 




Prop 


80 


2-N02-Ph 




Prop 



PCT/JP97/02173 

2-oxo-HTPy 

2-AcO-TTPy 

2-Bur-O-TTPy 

2-Piv-O-TTPy 
2-Piv-0Cl!2-0-TTPy 

2-OH-TTPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-BurO-TTPy 

2-Piv-O-TTPy 
2-Piv-0CH2-0-TTPy 

2-OH-TTPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-Bur-O-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 

2-AcO-TTPy 



- wo 97/49397 



PCT/JP97/02173 



k 1 


9-rP -OK 


Prop 


Z-AcO-M Fy 


ft 9 
0 L 




Prop 


Z-AcO-TTPy 


06 


0 f\rc Du 

^ -Otr 3 *rn 


Prop 


2-AcO-TTPy 


O A 


Z , 6-di r-Pn 


Prop 


2-AcO-TTPy 


85 


2 , 4-aiF-Ph 


Prop 


2-AcO-TTPy 


o c 
00 


Z-F-D-Cl -Ph 


Prop 


2-AcO-TTPy 


D *7 


2-r-Pn 


c-PenCO 


2-AcO-TTPy 


88 


2-Ci-Ph 


c-PenCO 


2-AcO-TTPy 


89 


2-F-Ph 


Bur 


2-AcO-TTPy 


90 


2-Cl-Ph 


Bur 


2-AcO-TTPy 


91 


2-F-Ph 


i-Bur 


2-AcO-TTPy 


92 


2-Cl-Ph 


i-Bur 


2-AcO-TTPy 


93 


2-F-Ph 


CH2FC0 


2-AcO-TTPy 


94 


2-Cl-Ph 


CH2FCO 


2-AcO-TTPy 


95 


2-F-Ph 


CHFaCO 


2-AcO-TTPy 


96 


2-Cl-Ph 


CHFzCO 


2-AcO-TTPy 


97 


2-F-Ph 


CF3CO 


2-AcO-TTPy 


98 


2-Cl-Ph 


CF3CO 


2-AcO-TTPy 


99 


2-F-Ph 


3-F-Prop 


2-AcO-TTPy 


100 


2-Cl-Ph 


3-F-Prop 


2-AcO-TTPy 


101 


2-F-Ph 


CHsClCO 


2-AcO-TTPy 


102 


2-Cl-Ph 


CHaClCO 


2-AcO-TTPy 


103 


2-F-Ph 


3-Cl-Prop 


2-AcO-TTPy 


104 


2-Cl-Ph 


3-Cl-Prop 


2-AcO-TTPy 


105 


2-F-Ph 


MeOCHzCO 


2-AcO-TTPy 


106 


2-Cl-Ph 


MeOCHaCO 


2-AcO-TTPy 


107 


2-F-Ph 


NCCH2CO 


2-AcO-TTPy 


108 


2-Cl-Ph 


NCCHjCO 


2-AcO-TTPy 


109 


2-F7Ph 


EtOCHaCO 


2-AcO-TTPy 



. wo 97/49397 

1 6 



ilO 


2-Cl-Ph 


EtOCHaCO 


111 


2-F-Ph 


i-Bur 


112 


2-F-Ph 


i-Bur 


113 


2-F-Ph 


i-Bur 


114 


2-F-Ph 


c-BuCO 


115 


2-F-Ph 


c-BuCO 


116 


2-F-Ph 


c-BuCO 


117 


2-Cl-Ph 


H 


118 


2-Cl-Ph 


H 


119 


2-Cl-Ph 


il 


120 


2-Cl-Ph 


H 


121 


2-Cl-Ph 


H 


122 


2-Cl-Ph 


H 


123 


2-Cl-Ph 


H 


124 


2-Cl-Ph 


HOjC 


125 


2-Cl-Ph 


HO2C 


126 


2-Cl-Ph 


HO,C 


127 


2-Cl-Ph 


HO:C 


128 


2-Cl-Ph 


110 2 C 


129 


2-Cl-Ph 


HOzC 


130 


2-Cl-Ph 


HO^C 


131 


2-Cl-Ph 


HOzC 


132 


2-Cl-Ph 


HO:C 


133 


2-Cl-Ph 


HOaC 


134 


2-Cl-Ph 


HOsC 


135 


2-Cl-Ph 


MeOiC 


136 


2-Cl-Ph 


MeOzC 


137 


2-Cl-Ph 


MeOzC 


138 


2-CI-Ph 


MeOzC 



PCT/JP97/02173 

2-AcO-TTPy 
2-Piv-0CH20-TTPy 

2-Prop-O-TTPy 

2-EtOCO-O-TTPy 
2-Piv-OCHjO-TTPy 

2-Prop-O-TTPy 

2-EtOCO-O-TTPy 

2-OH-TTPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-Prop-O-TTPy 

2-Bur-O-TTPy 

2-HeOCO-O-TTPy 

2-EtOCO-O-TTPy 

2-OH-nPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-Prop-O-TTPy 

2-Bur-O-TTPy 

2-Piv-O-TTPy 

2-Var-O-TTPy 

2-MeOCO-O-TTPy 

2-EtOCO-O-TTPy 
2- (t-BuOCOO) -TTPy 

2-Bnz-O-TTPy 

2-OH-TTPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-Prop-O-TTPy 



. wo 97/49397 

1 7 



139 


2-Cl-Ph 


MeOzC 


140 


2-Cl-Ph 


MeOzC 


141 


2-Cl-Ph 


Me02C 


142 


2-Cl-Ph 


MeOzC 


143 


2-Cl-Ph 


MeOzC 


144 


2-Cl-Ph 


MeOzC 


145 


2-Cl-Ph 


MeOjC 


146 


2-Cl-Ph 


MeOzC 


147 


2-Cl-Ph 


EtOaC 


148 


2-Cl-Ph 


EtOiC 


149 


2-Cl-Ph 


Et02C 


150 


2-Cl-Ph 


EtOiC 


151 


2-Cl-Ph 


EtOaC 


152 


2-Cl-Ph 


EtOaC 


153 


2-Cl-Ph 


EtOiC 


154 


2-Cl-Ph 


EtOzC 


155 


2-Cl-Ph 


EtO^C 


156 


2-Cl-Ph 


EtOiC 


157 


2-Cl-Ph 


EtOjC 


158 


2-F-Ph 


H 


159 


2-F-Ph 


H 


160 


2-F-Ph 


H 


161 


2-F-Ph 


II 


162 


2-F-Ph 


H 


163 


2-F-Ph 


H 


164 


2-F-Ph 


H 


165 


2-F-Ph 


H 


166 


2-F-Ph 


H 


167 


2-F-Ph 


H 



PCT/JP97«2173 

2-Bur-O-TTPy 

2-Piv-O-TTPy 

2-Var-O-TTPy 

2-Hxn-O-TTPy 

2-MeOCO-O-TTPy 

2-EtOCO-O-TTPy 
2- {t-BuOCOO)-TTPy 

2-Bnz-O-TTPy 

2-OH-TTPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-Prop-O-TTPy 

2-Bur-O-TTPy 

2-Piv-O-TTPy 

2-Var-O-TTPy 

2-MeOCO-O-TTPy 

2-EtOCO-O-TTPy 
2-(t-BuOCOO)-TTPy 

2-Bn7.-0-TTPy 

2-OH-TTPy 

2-oxo-HTPy 

2-AcO-TTPy 

2-Prop-O-TTPy 

2-Bur-O-TTPy 

2-Piv-O-TTPy 

2-Var-O-TTPy 

2-Hxn-O-TTPy 

2-MeOCO-O-TTPy 

2-EtOCO-O-TTPy 



wo 97/49397 



PCT/JP97/02173 



1 8 



168 


2-F-Ph 


H 


2- (t-BuOCOO) -TTPy 


169 


2-F-Ph 


H 


2-Bnz-O-nPy 


170 


2-F-Ph 


HOzC 


2-OH-TTPy 


171 


2-F-Ph 


110 2 C 


2-oxo-HTPy 


172 


2-F-Ph 


HOjC 


2-AcO-TTPy 


173 


2-F-Ph 


HOzC 


2-Prop-D-TTPy 


174 


2-F-Ph 


HO2C 


2-Bur-O-TTPy 


175 


2-F-Ph 


HOzC 


2-Piv-O-TTPy 


176 


2-F-Ph 


HOsC 


2-Var-O-TTPy 


177 


2-F-Ph 


HOiC 


2-MeOCH20-TTPy 


178 


2-F-Ph 


HOzC 


2-Piv-OCHsO-TTPy 


179 


2-F-Ph 


HOaC 


2-(i-Bur-01 -TTPy 


180 


2-F-Ph 


HO2C 


2-MeO-TTPy 


181 


2-F-Ph 


HO2C 


2-EtO-TTPy 


182 


2-F-Ph 


HOzC 


2-MeOCO-O-TTPy 


183 


2-F-Ph 


HO2C 


2-EtOCO-O-TTPy 


184 


2-F-Ph 


HOiC 


2-BnOCO-O-TTPy 


185 


2-F-Ph 


MeOzC 


2-OH-TTPy 


186 


2-F-Ph 


MeOsC 


2-oxo-HTPy 


187 


2-F-Ph 


MeOzC 


a-AcOCHaO-TTPy 


188 


2-F-Ph 


MeOzC 


2-AcO-TTPy 


189 


2-F-Ph 


MeOzC 


2-Prop-O-TTPy 


190 


2-F-Ph 


MeOzC 


2-Bur-O-TTPy 


191 


2-F-Ph 


MeOzC 


2-Piv-O-TTPy 


192 


2-F-Ph 


MeOsC 


2-Var-O-TTPy 


193 


2-F-Ph 


MeOzC 


2-Hxn-O-TTPy 


134 


2-F-Ph 


Me02C 


2-Nnn-O-TTPy 


195 


2-F-Ph 


MeOzC 


2-Dcn-O-TTPy 


196 


2-F-Ph 


MeOzC 


2-Plt-O-TTPy 



- wo 97/49397 

I 9 



10 7 

i J r 


^ -r-rti 


Me02C 


1 Q fi 

1 


0 IT- DU 

c-f'rn 




inn 


2 -r -Pn 


MeOzC 


20 1 


2-r-Pn 


MeOaC 


202 


2-F-Ph 


MeOeC 


203 


2-F-Ph 


MeOaC 


204 


2-F-Ph 


MeOaC 


205 


2-F-Ph 


MeOaC 


206 


2-F-Ph 


MeOsC 


207 


2-F-Ph 


MeOzC 


208 


2-F-Ph 


MeOsC 


209 


2-F-Ph 


MeOzC 


210 


2-F-Ph 


MeOzC 


2li 


2-F-Ph 


MeOzC 


212 


2-F-Ph 


Et02C 


213 


2-F-Ph 


EtOzC 


214 


2-F-Ph 


EtOaC 


215 


2-F-Ph 


EtOaC 


216 


2-F-Ph 


EtOaC 


217 


2-F-Ph 


EtOzC 


218 


2-F-Ph 


EtOaC 


219 


2-F-Ph 


EtOgC 


220 


2-F-Ph 


EtOzC 


221 


2-F-Ph 


Et02C 


222 


2-F-Ph 


EtOaC 


223 


2-F-Ph 


EtOaC 


224 


2-F-Ph 


EtOzC 


225 


2-F-Ph 


EtOzC 


226 


2-F-Ph 


EtOzC 



PCT/JP97/02173 

2-Bnz-O-TTPy 
2- (t-BuOCOO) -TTPy 
2-(t-BuO)-TTPy 
2-Bn-O-TTPy 
2-MeOCH20-TTPy 
2-Piv-OCHgO-TTPy 
2-(i-Bur-0)-TTPy 
2-MeO-TTPy 
2-EtO-TTPy 
2-Lar-O-TTPy 
2-c-HxCO-O-nPy 
2-MeOCO-O-TTPy 
2-EtOCO-O-TTPy 
2-BnOCO-O-TTPy 
2-OH-TTPy 
2-oxo-HTPy 
2-AcO-TTPy 
2-Prop-O-TTPy 
2-Bur-O-TTPy 
2-Piv-O-TTPy 
2-Var-O-TTPy 
2-MeOCH!0-TTPy 
2-Piv-0CH20-TTPy 
2-(i-Bur-0)-TTPy 
2-MeO-TTPy 
2-EtO-TTPy 
2-MeOCO-O-TTPy 
2-EtOCO-O-TTPy 
2-BnOCO-O-TTPy 



wo 97/49397 



PCT/JP97/02173 



2 0 



0 0 7 


-CN-Ph 


li 


2-AcO-TTPy 


0 0 c 


2-N02-Ph 


li 


2-AcO-TTPy 


Z29 


Z-CFa-Ph 


H 


2-AcO-TTPy 


230 


2-OCHFi-Ph 


H 


2-AcO-TTPy 


231 


2-OCFj-Ph 


11 


2-AcO-TTPy 


232 


2,G-diF-Ph 


!l 


2-AcO-TTPy 


233 


2, 4-diF-Ph 


H 


2-AcO-TTPy 


234 


2-CN-Ph 


HOzC 


2-AcO-TTPy 


235 


2-N02-Ph 


HOzC 


2-AcO-TTPy 


236 


2-CF3-Ph 


HOzC 


2-AcO-TTPy 


237 


2-0CHF2-Ph 


HOjC 


2-AcO-TTPy 


238 


2-0CF3-Ph 


HOsC 


2-AcO-TTPy 


239 


2, 6-diF-Ph 


HO2C 


2-AcO-TTPy 


240 


2.4-diF-Ph 


IlOiC 


2-AcO-TTPy 


241 


2-F-6-Cl-Ph 


HOjC 


2-AcO-TTPy 


242 


2-CN-Ph 


MeOzC 


2-AcO-TTPy 


243 


2-N02-Ph 


CeOzC 


2-AcO-TTPy 


244 


2-CF3-Ph 


CeOzC 


2-AcO-TTPy 


245 


2-0CHF2-Ph 


CeOjC 


2-AcO-TTPy 


246 


2-OCFa-Ph 


CeO,iC 


2-AcO-TTPy 


247 


2. 6-diF-Ph 


CeOiC 


2-AcO-TTPy 


248 


2.4-diF-Ph 


CeOzC 


2-AcO-TTPy 


249 


2-F-6-Cl-Ph 


CeOzC 


2-AcO-TTPy 


250 


2-CN-Ph 


EtOzC 


2-AcO-TTPy 


251 


2-N02-Ph 


EtOzC 


2-AcO-TTPy 


252 


2-CF3-Ph 


EtOjC 


2-AcO-TTPy 


253 


2-0CHF2-Ph 


EtOaC 


2-AcO-TTPy 


254 


2-0CF3-Ph 


EtOaC 


2-AcO-TTPy 


255 


2. 6-diF-Ph 


EtOzC 


2-AcO-TTPy 



wo 97/49397 



PCT/JP97/02173 



256 


2.4-diF-Ph 


EtOzC 


2-AcO-TTPy 


257 


2-F-6-Cl-Ph 


EtOaC 


2-AcO-TTPy 


258 


2-Cl-Ph 


H 


TTPy 


259 


2-F-Ph 


H 


TTPy 


260 


2-CN-Ph 


H 


TTPy 


261 


2-N02-Ph 


H 


TTPy 


262 


2-CF,-Ph 


H 


TTPy 


263 


2-0CHF2-Ph 


H 


TTPy 


264 


2-0CF»-Ph 


H 


TTPy 


265 


2,6-diF-Ph 


H 


TTPy 


266 


2.4-diF-Ph 


H 


TTPy 


267 


2-Cl-Ph 


HOaC 


TTPy 


268 


2-F-Ph 


H02C 


TTPy 


269 


2-CN-Ph 


H02C 


TTPy 


270 


2-N02-Ph 


H02C 


TTPy 


271 


2-CFa-Ph 


H02C 


TTPy 


272 


2-0CHF2-Ph 


H02C 


TTPy 


273 


2-0CF,-Ph 


H02C 


TTPy 


274 


2.6-diF-Ph 


HO2C 


TTPy 


275 


2. 4-diF-Ph 




TTPy 


276 


2-F-6-Cl-Ph 


HO2C 


TTPy 


277 


2-Cl-Ph 


MeOzC 


TTPy 


278 


2-F-Ph 


MeOzC 


TTPy 


279 


2-CN-Ph 


MeOjC 


TTPy 


280 


2-N02-Ph 


MeOzC 


TTPy 


281 


2-CF,-Ph 


MeOsC 


TTPy 


282 


2-0CHF2-Ph 


MeOjC 


TTPy 


283 


2-0CF»-Ph 


MeOzC 


TTPy 


284 


2.6-diF-Ph 


MeOzC 


TTPy 



. wo 97/49397 



PCT/JP97/02173 



2 2 



285 


9 J -H i F- Ph 

6 » 4 u 1 r rn 


tneOzC 


TTPy 


6 O O 


c r o~01-rn 


MeOaC 


TTPy 


CO 1 


t U i r n 


EtOeC 


TTPy 


9 Aft 
6 0 0 


t " r -rn 


EtOaC 


TTPy 






Et02C 


TTPy 


9 0 n 


£ -NOg -Pn 


EtOaC 


TTPy 


0 Q 1 


2-CF3 -Ph 


EtOiC 


TTPy 


o n 0 


2-0CHF2-Ph 


EtOzC 


TTPy 


293 


2'-0CF3-Ph 


EtOzC 


TTPy 




2, 6-diF-Ph 


EtOaC 


TTPy 


one 

295 


2, 4-diF-Ph 


EtOaC 


TTPy 


296 


2-F-6-Cl-Ph 


EtOzC 


TTPy 


297 


2-CI-Ph 


c-PrCO 


TTPy 


298 


2-F-Ph 


c-PrCO 


TTPy 


o n o 

299 


2-CN-Ph 


c-PrCO 


TTPy 


O A A 

300 


2-N02-Ph 


c-PrCO 


TTPy 


301 


2-CF3-Ph 


c-PrCO 


TTPy 


o n o 

302 


2-0CHF2-Ph 


c-PrCO 


TTPy 


o n o 

303 


2-0CF3-Ph 


c-PrCO 


TTPy 


o n ^ 

iU4 


2, 6-diF-Ph 


c-PrCO 


TTPy 


O A C 

30n 


2. 4-diF-Ph 


c-PrCO 


TTPy 


one 


2-F-6-Cl-Ph 


c-PrCO 


TTPy 


0 n 7 


2-Cl-Ph 


Prop 


TTPy 


^ n fi 


2-F-Ph 


Prop 


TTPy 


309 


2-CN-Ph 


Prop 


TTPy 


310 


2-N02-Ph 


Prop 


TTPy 


311 


2-CF3-Ph 


Prop 


TTPy 


312 


2-0CHF2-Ph 


Prop 


TTPy 


313 


2-qCF3-Ph 


Prop 


TTPy 



. wo 97/49397 



PCT/JP97/02173 



2 3 

314 2.6-diF-Ph Prop TTPy 

315 2.4-diF-Ph Prop TTPy 

316 2-F-6-Cl-Ph Prop TTPy 



Ac : 7-fe^;i/ 

Bn : ^ > 

Bnz : V }l 

c-Bu : ^> ^ ay'^ )\^ 

t-Bu : t-y^ ;U 

Bur : 7' ^ ;l/ 

i-Bur : V ^ »j ;U 

Den : T -tJ J ^ ;U 

Et : ^ ;U 

HTPy :2, 4. 5, 6. 7. 7a-^ + -t^k: Kof-^y [3. 2-c] t 

U > - 5 - ^ 

c-Hx : V ^ n/\:^ i/jU 

Hxn : ^ # ^i* y ^ ;U 

Lar : ^ 'i; n ;u 

Me : ^ ^ ;U 

Nnn : J J >( )V 
c-Pen : ^ D ^ > ;U 
Ph : 7 ;U 
Piv : tr A n ^ >IU 
Pit : A>iL. 5 h -< ^1/ 
c-Pr : i/ a :/ n t* ;i/ 

Prop : D t: :t ^ 

TTPy :4, 5. 6, T-rh^tKu^jiy [3. 2-c] t:'Jv^>-5 
- -< ;l/ 



. wo 97/49397 

2 4 



PCT/JP97/02173 



Var : J-\ U 'J ;U o 

mTT^it-^^^^ I. 2, 3. 4. 5. 6, 7. 8. 9, 10. 11. 12. 

14. 15. 17. 18. 19. 20. 27. 28. 29. 30, 32. 33. 

40. 41. 42. 43. 51. 52. 53. 54. 55. 56. 57. 58. 

5. 9. 60, 61. 62. 63. 64. 65. 67> 68. 69. 70. 71. 

72. 7 3. 74. 75. 76. 79, 80. 81. 82, 83. 84. 85. 

89. 90. 93. 9 5. 97. 99. 135. 136. 137. 138. 

145. 148. 1 4 9. 185. 186. 188. 189. 190. 198. 

203. 213. 214. 258. 277. 278. 297. 298. 3 0 7 R 

m7^iit^^^^ i. 2. 3. 4. 5. e, 7. a. 9, 10, 11, i4. 

18. 27. 28. 29. 3 0. 32. 3 3. 40, 41. 42. 43. 51. 

52. 53, 5 4. 5 5, 56. 57. 58. 59. 60. 61. 62. 136 

. 137. 186. 188. 214. 277. 278. 297. 298. 307 
RC/3 08 (?)^t^1^|^*)lf-5>Ci:*5-et. 

WT <7) <t ^ 4^ =Sr #> If -5, C i: T g -3 . 

mnHt^^^^r I : 2-tKa:<r->-5 - { a - •> U ^ O \^ 7i( ^ )l 

- 2 - ^ a a^-y 'J jl,) - 4. 5. 6. 7-rh7tKn^J^>' [3. 2-c] 
t: >) V y . 

'S^^^VC^%^^ 2: 2-th-n + ->-5-(a -^U tf :t - ;U - 2 - 7 ;U ^ 
a/<>i;;u) - 4. 5. 6. 1 - ^ \- v \l Y u =f- x. j [3. 2-c] t'jv'v. 



^1 'TT ^ 150 # ^ 3 : 2 - t K o •> - 5 - ( a - •> ^ D 7* a f ;L- * ;b ?!< - >IU 
-2-7;U:ra'<>i?;U) - 4. 5. 6. 7-7-h7tKaf-x>' [3. 2-c 

3 t V > , 
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2 5 

- 2 - 7 )Ut ay<,y jl,) - 4. 5. 6, 7-f-h5tKa^x^ [3. 2-c 

)l Tii ::. )V - 2 - 7 Jl t a ^ y i/ Jl) -4, 5. 6, T-fh^tKa^iy [3 
, 2 - c ] f V . 

j::-;i/-2-7Jl':ta'<vi;;u) - 4. 5. 6. 7-rh7tKaf-xy [3. 2 

- c ] e 'J > , 

15IJ <t: ^ 45) # % 7 : 2 - f n f ;u :i- # •> - 5 - { a - i/ i> d 7" a t* ;u * ;u 
;f<^JU-2-7;i/:ra'<>-:;;i,) - 4, 5, 7--?-h.-9tKaf-x>' [3, 

2 - c 3 t: 'J V- > . 

ffil7i^^t^iB!i#^ 8 : 2 - A u 'J ;u=r + •> - 5 - { a - v/ O a f * -"K 
^A'-2-.7;U:ta/^>-:;;U) - 4, 5. 6. 7-7-h7tHnf-iy [3. 2 

- c ] k" <; V > . 

;W .-JJ ;t/ - 2 - 7 ;i/ 5f a V i/ ;U ) -4.5. 6 . 7 - r" h 7 t K a i / [3 

. 2 - c ] e . 

1fl|7p{t^!B!l#^l 4 : 2-t-7'S^>'*;i/5Ki;U^#->-5 - (a-i/^ 
a7'Dt;u*;u,-t<^;L'-2-7;u:fD/>;y-:/^U) - 4. 5, 6. 1 - r \- ^ t. V 
a ^ i [ 3 , 2 - c ] f 'J V V . 

fl| ^ 1*1 # 1 8 : 2 - f A a -< ;U ;r + V ^< K •> - 5 - ( a - -> ^ D 7' 
a f ju * ;l/ ;u - 2 - 7 >l/ :r o ;i/ ) - 4 . 5 . 6 . 7 - r h 7 t K a 

1 [ 3 . 2 - c ] f > , 

<5l|7F{t^!B!l#^2 7 : 5 - (a-->^a7'atr;i,A;u.-J<^;u-2-i:'aD's: 
- 2- :r + y- 2. 4. 5. 6. 7. 7a-'\ + -ft:Kaf^iy [3. 

2 - c ] e > . 

<5t|7F{t^iti!)S#2 8 : 5 - (a-7af:t-;u-2-7;u:ta^>-:>;u) - 
2-^*V-2. 4. 5. 6. 7. 7a-/\ + -9-tKO-fi>' [3. 2-c] f 



- WO^/4W97 PCT/JP97/02173 

2 6 

mffiit^^^^ 2 9 : 5 - ( a - •/i' n 7"n f;i.* - 2 - 7 a 

^>i>)\.) - 2- t^V-2. 4. 5. 6. 7. 7a-^=^-y-tKn^xy [3 

. 2 - c 3 e 'j s; > . 

>>u-2-:>an/>;yi;;u) - 4. 5. 6. T-rh^tl'a^-iy [3. 2-c 
3 e 'J i> > . 

i^ilT^N^t^t^^S^ 5 1 : 2-th'a4->-5 - (a-2-7;U:tav^a7-a 
f ;u ;<7 ;u ji. ;U - 2 - 7 ;P :i- a a; :/ jl, ) - 4 , 5 _ q 7 - f h ^ t K a f - x 

[ 3 . 2 - c 3 t v> > , 

(f(7K<b^iB!l#^ 52: 5 - (a-2-7;i/:rn->r}'a7'nif;u*;L.;K-;i/- 
2-7;i.:fO/>;>-::?;U) - 2-:t:lrV-2. 4. 5. 6. 7. 7a-'^ + -yt.K 
a ^ i y [ 3 . 2 - c 3 f >; > . 

f?I^N^t^t)S^ 53: 2-7-th + ->-5-(a-2-7;UJj-ai/;?a7-o 
f ;U ;^ ;U X - 2 - 7 ;u ;r a > ;U ) - 4 . n , g , 7 - r h ^ t K a -J^ x 
^ [ 3 . 2 - c 3 f 'i i> > . 

t5ll7P^fc^!B!l##l 36 : 5 - {a-p< H:^£x*;u^x;i.-2-i5'nn/>;>>; 
.'I') - 2- ^ + V- 2. 4. 5. 6. 7. 7a-/\4r-'ttKaf^xy [3. 2- 

c 3 e . 

m7^^it^mm^ 137-. 2 - 7-t h + - 5 - ( « - ^ S :^*;^*-x;^- 
2-^'aaA:>i/v^) -4. 5, 6. 7-fh^tKa^xy [3. 2-c3 f 

fflljj^^t^itaS^l 86 : 5 - (a->{ h+i/A;u,-Kx;u-2-7;U:tD/<> 

i'^U) - 2- ;j-#y-2. 4. 5. 6. 7. 7a-'\ + ^ttKaf^xy [3. 2 
- c 3 tf 'j > , 

««i^v^t^!|»#^ 188: 2-7-th + ^-5-(a-/h^i/7!j^U;t<-;U- 

2-7;U:l-o^>vJ;U) - 4. 5, 6. 7-fh7tKn^xy [3. 2-c3 
e i> > > 

^5l|'T^<k^!B)#^ 2 7 7 : 5 - (a-p( h + -> * ;U x - 2 - i> u a > 
Jl) - 4. 5. 6. 7-rh7tKu^xy [3, 2-c] fii^y. 
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2 7 

P^<t^#l#^ 2 7 8 : 5 - ( a - ^ h •> * VU .1? ^ - 2 - 7 :t D ^ > 
- 4. 5. 6, 7-rh7tKa^iy [3. 2-c] f'ji^V, 

151) ^ # ^ 2 9 7 : 5 - ( a - i/ ^' a 7* u f ;U * ."K - ;U - 2 - n u 
/^Oi^;!/) - 4. 5. 6. 7-f-h7tKa^J->' [3. 2-c] t'ji^V. 

<f(|7F{k^!B9#^298: 5 - (a-v'^o7'nf;U*A'.1f-;i'-2-7;U^ 
p'Oi;;!.) - 4. 5. 6, 7--7-h^tKaf^x>' [3. 2-c] \i>) 

<fil7F{|:^«l#^307 : 5 - (a-7'ae:t-;u-2-:?aa^Vv?;U) - 
4. 5. 6. 7-xh^th'a^jiy [3. 2-cl fUi^vSJ/ 

fflj7n-{t^1^3#^308 : 5 - (a-:/a\:;:fs.)l,-2-yJl^^o^yi/}L') 
-4. 5. 6. 7-fh7tKa^i>' [3. 2-c] tT'ii^V. 
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2 8 

* B« (7) - 8$ 5\: (I) ^mt i,it^^li, !^P»aBg 50-46688^^IS. ^#ffiBB58-l 
0583^-^i>fB. ^ 88 59-2789 5^ ^i^fg. !tt PS ¥6-4 1 1 39 «l ^ tClH $ n z£ 

U T W ffl T' * -2) . 

> . f K > , ;i/ '1^ + -> ^ ^ ;i/-r y 7" V <D J: •!) ^j: 7-' y 7" >lf|a!»«: ; l£S -t 
;UD-x. {SS«i@ t Ka + vT'a e^iz-fe^l/D-x. t K a >• y n e /I/ ;^ -^^ ;u 

•fe ;u a - X . * + -> y ^ ;u -t JU a — X < ;u # -> ^ ^ -t ;u u — ;z> * ;u -> 
't' A, j^mm^ti ^ •>y^;^-t:;^a-A:^h U-i^AWJ:-!) j^j: -t ;u a - x g| » 

A. ^'IiK7;u S iz-j? A(0<k ^ ^cSKiS : >K* >iui/ -i? A© J: 

■5 ') vKti ; ^K* ^Uv-i? AO J: ^ ^cJ^KS : BSK* i/ -J? a 05 J: ^ JfcB5K« 

□ 3--;^?) , i^^ifi] (m^ii. PltlCDrnW^m -.^nx^Jl/^a-x^Mi-i^A 
. AJ^;^^4rv'y^;^;z>^-^■:^^';'i;A. 51?fll*';t^;i.enVK>(DJ:'5'i:{t 

7-7 ') >m I XT- 7 ') il'iy^ A. Xf-7';>Kv^4^>">A<D<J:-5'i7.T 
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2 9 

') - ){.m : 7v;i.K. 7 y m(D J: fj: iJ )l 7fi > mm ; B^mi- h 

-<'>>•. 9 U ^H55K^ h y A. 9 -i? yuBliKv^^. v/-^ ^05 J: ^/j:^ V ;i/ 
BfiKJg ; «7KIiil. J: ^ delists! ; SilieoiaJfJUHCist^ ifvr > 

^^i^$.f.§^-i-;^7-;HI;^'nay:J'y— ^ y i> ji. 7 o - )i . 7x-;i/ 
rJ' u V--»K7) J: -5 'ic7 X y : f-;.* aHt-;u ; «7KS^K ; v;ut: vffiSI) . 

jfgi*is^^i 3imi5Effl$n*> ^m-'\, m^n^ \ s 

^ICl±. 1 iHl^ 0 TPS 1 m g (Sfiitcti, 1 Om g) « ±|ig 2 0 0 Omg (iJfjg 
{Ct±. 5 0 0 m g ) ^, Sf insists J^01S^(C{± , llHl^OTPgO. 5mg (tlfji 
ICtt, 5 m g ) . ±PI5 0 0 mg (jlfjSCttx 2 0 0 m g ) ^JSiXlZMLX . 1 
B ^ 0 1 7!rM 6 @ JStt iCfiT. U Tlfi#-r -5 C fcTi^M* 1 1/^. 

ESJCT 1 

'!?->t^iziiH im^^mmm<tm(^m§iit. mT<o(Dy5rnzm\:'tz (jgT6. 
Bmmm. ^99^. b37-43h. 1992^) . irt£t>*>. ix( w/w) 3 

4 Omg/kg V h a;w t t , (:*;»l!lR^*>e> 

Xerographic ) ^StA:?^, T-taXi^L/ai/;;, |g29«. ^251-258 
M, 1 9 7 8 ; Hata et al. .Atherosclerosis. 29. 251-258 11978)] \Z j: <0 . 
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3 0 

Mi&mViUm (Image Cooiinand 5098. ^ *J yAXtt^) % ffl ^^T iSSfiB® « (X) 
[^2] 























10 


14.8± 1.9 




10 


27.3±2.9 




10 


0.0±0.0 




U^it^^in IS-^fi (mg/kg) 




mmm^m {%) 














2 7 7 <Dit^^ 10 


10 


21.2±3.5 




10 


29.7±4.7 




10 


0.0±0.0 



mmmuv^F^^7jki,tzo 
mmm i 
^ -r -t? ;u ai 
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3 1 



m7nit^^%^ 4 (Dit^^ 50.0 mg 

128.7 

h -t a 3 v/f V :r > 70. 0 

Xr7';>Kv^'4^i/'j7A 1.3 



250 ng 

2 5 0mgO3#-tf7^>A7'-tA.tCAn. ^^^-feyUSlItt*. 



MM 

mynit-^^^n A ayit^m 50.0mg 

124.0 

h •i' ^ n 3 v-f > y > 25. 0 

7- 7 'J > K -7 ^' i/ -t; A 1.0 



200 mg 
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3 2 

R'-CH(RM-R' (I) 
T A -& . ) ^ jj^ t » 

R' {4, ?K^l^x^v ;u ;^• 4r S ^ C, -Cs 7 ;t/ n 4 i/;!? ;u;K^;uSX(±g 

-C. 7;U:3 + >'«X{±->7y ST*-5,, ) :$rTvL, 

R' tt. M^$iaT^^T't)J:t/^4, 5. 6, 7-rh7tKaf-jiy [3, 2 
-c] e 'j > - 5 - I- ;us (fSllJgS!!. tKKS. C, -C« 7;ua + ->S. 
C, -C4 7 ;i/ 3 i/g L < {± C . -C. ryu* y it- nfc C , 
-C. 7)l0^i/m. Ct - C ,.7 5;u4:;u;r*->S. C, - C ■ . 7 ;i/ * ^ ;u 
^#->«. Ca -Ct •>?D7;u + ;U:«7>»b;Ki;i/:j-:fr >>S. C* -C.o7'J->iu 
*;u.-tf^;u:l-^->S. c, -C4 7;ua + ->;)t;;u;jf^;i,:t + i/SX(jC. -C,-. 

^mt^4, 5. 6. 7-f-h7tKa^xy [3, 2-c] ^>)i^>m^L< 

H=^r->S> ■>7yS3l(i^haS-c*S,)T'3b44. 5, 6. 7-rh7tK 
uf-xy [3. 2-c] M < l±^(7)||a±i^gsn^.JiT*-5iBj)e 
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3 3 

3. ^i^jnJt^**. 

^. h i; 7 ;i/:f a ?t ^ 7 □ ^ h h 'J 7 ;U ^ a ;>( s # i/ g . 

->7ySXtt-haSTA^. ) T'*>-2>4. 5. 6. T-rh^tKa^xy [ 
3. 2-c] U VHSU < {i-?-<D|IS±rF§$n-5igT*-5iS3RcDiBH|g 1 
JI ifi M 6! <75 ?6 « X (4 IW <^ «) O «§ fig liJ . 

. ) X'h^ 4 , 5. 6. l-fhytl-'a^x.^ [3, 2-c] e'^i^ViSSeL. 

R' <7)B^I^$iaT^^T4)J:^/^7x^;^S<739*,C^)a^g$n/c7x-;^$0!) 
a?SS(?)U(*s. I Tbm3rS)i> 4 , 5. 6. T-xh^tKa^xy [3. 2- 

c ] f; ::^>§sift < it <Dmm±Vfm ^ n i>mv S) i>m^<Di&mm i ^c^ifiiR 

li {t S <D ffe j|g X {4 ^ 15^ (0 /i (7) |§ ^ , 

R' <75M^$iaT^^TtJ;(/^7x-;^5<D•^*>cDg^$nr^7x-;^s<D 
Mif5S(DS{«s. 13^{12T-$>S4, 5, 6. T-fh^tKuf-xy [3. 2- 

R' ^0M^$nT^^T^<tl/^7xx;^5<D0^)(Dg^ft$n/•^7xx;^S(75 
IUSS<7)g}SGg*5, 2. 431{46T$>^4. 5. 6. 7 - r h ^ t K a 5^ x y 

[3, 2-c] ^ >) ym^L < i,i^(Dmm±'^minit^x'S>i>m:^(o^m(D 
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3 4 

BfilS ilT ^^T 4) J: C» -C4 7 A/ A y ^' ^Ugg t < l± C s -Ce •> ^ a 7 

■^K=*rvS3^{±->7yST'^^o ) T'$)-5)4. 5. 6, 7-rh7tKa^iy 

[3. 2-c] ^ *) y^^L < it^(Dmm±Vf^$ni>^i>^<omiR^ni,<t^ 
9 . m^m^ti. 

}ftS{±. ^^/i^^Xtt^^J^^ T'*Oo ) Ti)-2)4, 5. 6. T-rh^tKa 

[3. 2.-C] i^ym^L<ii^<Dmm±Vf^^ti^mvAi>tnM<D 
1 0 . wiaiRK^d^ 

V 'Mu> f> a :/a t:;i.* >)u.if-;i.3^tt •> ^ a y^^u;!? >i,5K-;i,ST-*-2) 4 
. 5. 6. 7-fS^tKa-fi> [3. 2-c] e ij i? y L < {1 -e (Dig® 

f;u*;t'.-K^;i/5T*-2.4, 5. 6. T-rK^bKa-j^xy [3, 2-c] 

< tt-5-©3iii±|iF§$n5^-c«)-5ifi5R©igffloDm 1 TMoiShmmit 
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I 2 . ^5l)l5^^*^ 

R » *5 2 e*i{US5 nr O^T ^ J:(/> 4 . 5. 6, 7-7^h5bKo^i 

J [ 3 . 2 - c ] e 'J v> > - 5 - -f ;us (Ks«S{±. c , - 

c, - c* 7^i/3#i/><h4fi/5. c, - c, 7 ;u *>'-(' ;u:r#->>« 

-:^;u:r + vS. C, - CisT^u^y-f^i/^^-^S^ - Cs ->i>a7;u + ;i/* 

J: l/N ^ V y -f 4 •> S , C , - C 4 7 ;U 3 4f * ;i' JU :t 4f •> SX (i ^ ^ 
. j/H^i/, 7 L < (1:? a a -caJli* nr ^ J: i^^b^ * i^* ^UsJ^ 

-;L':i- + ->ST&-2). ) -e«>-&4. 5. 6, T-f-h^tKa^x^ [3. 2- 

aiR if J£ CO !^ X l± ^ <?3 i?) <D Iffl fiE . 

1 3 . ^$«>/iS4^*s. 

R ' *s 2 fit A* IBlftS nr l/^•C'b J: 4 . 5. 6. 
y [ 3 . 2 - c ] f 'J > - 5 - ;uS (Isa^Stt. 7KKSs ^ h ^ 

K^i/S. t-T'h' + i/S. -^Vv^^U^^i/S, yK4v'yh^vS> Ci -C 

i 7;u;i>y'(';i':t + v^p<h+->S^ Ci - c ,27 y -r ^ •>S« C3 -C 

» -> ^' □ 7 ;u ;u X :4- -> 5 , > \/ -< ;u :r + -> 5 , C 1 - C 4 7 ;u 3 
4^ •> * ;U ;}< - ;U :r + V/ a X l± > V ^l' ^ =^ '> il/ - * i/ S T' -5 . ) T' i> 
-54. 5. 6, T-f-hvth'a^iy [3. 2-c] tf'Ji^ > Jig U < tt •5- 0) 

1 4 . 

R'*5 2^5**S«^nTl/^rtJ;0^4. 5. 6. T-rh^tKa^i 
y [3. 2-c] e 'J v> V - 5 - -f ;uS (i^a«iStt, *KS. f ad -r 
•>;<h+>'S. - C,o7;u*y-(';u^i|f>SXttC. - C4 7;Un4r->*;i' 
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3 6 

;tf^;U5r + ->ST'*-2)o ) T'*>-2>4. 5. 6. T-rh^tKa^xy [3. 2 

i» as 6! 0) J6 S X H ^ <7) /-^ * (7) fiJJ 4^5 . 

1 5 . ^SftSt^)-*^ 

R ' 2 fiTJ^Jg^^^ ti/i 4, 5. 6, [3, 2 

- c ] f 'J V > - 5 - -T ;wS (ISJtfilSti. tKKS. f a a -f # •> / h ^ 
S . C 2 - C » 7 ;u * y -c >u .:f 5 X t± c , - c * 7 n ^t- •> * ;u ;J< ji ;i/ * + 
•>ST'A-2>o ) T'$>-2)4. 5, 6. 7-Th-7tKa^iy [3. 2-c] if ') 

i>ym^ L < ti*<7)iiffl±i^g* n4taT-$)^ia*(7)iiBHi<D.m 1 m<D&imw<tm 

1 6 . W5/)/5£^*^ 

- ^ h + ->S. •> 7 y SX(± - S aS-c*)*. ) T'*) *) . R *^ 7Kf^ll^. * 
^l/^+->S. C, -C4 7 ;U rr ^ jiL ;uS5J(ig}f5$ nTl'^T t J: ^^ . C 
2 -C. 7 ;u ;^ y -< juSS U < :i C 3 -Cs ^ □ 7 ;u ^ ;u;!7 ;u ^uS (ISfi 

) T*)":;. R => *s. 2 nx V^T t ct ^^ 4 . 5. 6. 7 - f- h 7 

t Kaf^iy [3. 2-c] f 5 - ;us (SEmSJ±> tKKS. C, 

-C4 7;i':3 + iyS. C. - C« 7;u3 + i/^h^vS. c. - Cs 7^i/*y-< 
^ 1/ ^ h ^ i/m. :^^fl. ;<h#i/. 7 L < (± ^J- a a T'Slft^nr 

J: l/^'<> ^ ->S. C, - C , , 7 ;U A y -f ;U ;J- =»r -> S . Ca -Cb > ^ o 

7 ;i/ # >iu * ;u 4< - ;u :r + -> S , y n , y h # -> , 7 ;u :t a g U < !1 ^ n o f g 
1^5 nr t> J: >'/-f + iyS. c, -c« 7 ;u n ^ •> * ;i, ;J( ^ + v/® 
Xtty^^^U, y h^->. 7Jl'5fagL<tti'an-cM}ft$ilTtJ:o^'^>v';u^ 
4-'>*;U.1?-A':t + vST'*)'3. ) ■C*54. 5. 6. 7-rh7kKa^iy 
[3. 2-c] VSEHSU < {4^-(7)iiS±|^S$ n41lT'*>-6lS*<?5iEH<7) 
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3 7 

1 7 . ^sijjs^**. 

, C, -C. 7 3 Jf ->;* JU^^ ;uSX{±®^fl$ nr i/^T 4j J; C2 -C« T 
J ^ ;b5S L < ti C 3 - C 6 iy 9 U7 )liJ ;i.;t;-;uS (^StS^li ■ ^ 

^>0. R' *^ 2 fi[*«S«$nT^/^T<rf J:VM . n. 6. 7 - 7- h 5 t K D f- x 
y [ 3 . 2 - c ] e V > - 5 - -f JUS (ISajftStt. C , - C . 7)1 

C. - C4 7;i/a=^Pi/^<h*'>S. C. - Cs 7 ;i'*>''<^u 
7 ;u:f t < tl a a T'gM^ nr *j cfc 
■:>;U^=ir'>«. C. - C 187 * y -f + Cj -Ce ^ a 7 ;U ^ ;u 
jl/,1fx;U:f df i^S. P< ^ . ^ h#v, 7 ^ a ^ t < t± ^' a a T' fi » $ n T t 
4: ^/^'^ > '/-f + i/S. C, -C« 7 ;u 3 ^ ^^'U ^t^ - ;w :t + S X l± ;^ ^ 
. / h + •> . 7 ;u :t a e L < J± o a T- S «i $ n T J: 1/^ /I' =!■ -ir * ^l"-t^ 

ji^l.;t=^Pv'S-C$>'2>. ) •C*)-2)4. 5. 6. 7--7-h7tKnf-xy (3. 2-. 
c ] f 'J >?Mg L < {±^0^a±i'f§$n^JgT'<fc«m*c;3ieil<7)^ l 
Sfti Ji <t ffi <7) ?fe « X l± 0) re to w *I fig 4^5 . 

1 8 . ^jaRK^*^ 

5.. ) T'^jOx R* C, -Ct 7JI/3 * V* ;U5J<-=-/U«XliSfi45nTl^T 

<;cti^> -c* 7;u* y -< -ii'Set < lie , - Ce •> a 7;t/4>iu* ^usJ^^ 

^^?nT(/^TtJ:l/>4. 5. [3. 2-c]l^'J> 

> - 5 - -< ;US (Sa«Sl±. tKKS, p< h + vS. i h + '>S. t - 7' h =^ V 
S. /lh=>fi/^hdfv'S. C. - Cs 7;U?!)>-<>U=r4rv';><h#->S. /Oi^JU 
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[Claim 1] 
General Formula 
[Chemical Formula 1] 



4, 5, 6 and 7 -tetrahydro thieno where it possesses [In 

Fomiula, R<sup>l</sup> shows optionally substitutable 
phenyl group (said substituent is C<sub>l</sub> 
-C<sub>4</sub>alkyl group , halogen atom , fluoro 
substitution -C<sub>l</sub> -C<sub>4</sub> alkyl group , 
C<sub>l</sub> -C<sub>4</sub>alkoxy group , fluoro 
substitution -C<sub>l</sub> -C<sub>4</sub> alkoxy group , 
cyano group or nitro group . ), R<sup>2</sup> shows 
hydrogen atom , carboxyl , C<sub>l</sub> -C<sub>6</sub> 
alkoxy carbonyl group or optionally substitutable 
C<sub>l</sub> -C<sub>7</sub> aliphatic acyl group (said 
substituent is halogen atom , hydroxy group , C<sub>l</sub> 
-C<sub>4</sub> alkoxy group or cyano group . ), 
R<sup>3</sup> shows optionally substitutable 4, 5, 6, 
7-tetrahydro thieno [3 and 2 -c ] pyridine -5-yl group (said 
substituent is C<sub>l</sub>-C<sub>4</sub> alkoxy group , 
C<sub>7</sub> -C<sub>13</sub>aralkyloxy group , 
C<sub>l</sub> -C<sub>18</sub>alkanoyl oxy group , 
C<sub>3</sub> -C<sub>7</sub> cycloalkyl carbonyl oxy 
group , C<sub>6</sub> -C<sub> 1 0</sub>aryl carbonyl oxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl 
oxy group or C<sub>7</sub> -C<sub>13</sub>aralkyloxy 
carbonyl oxy group which is substituted with the hydroxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy group , 
C<sub>l</sub> -C<sub>4</sub> alkoxy or C<sub>l</sub> 
-C<sub>6</sub> alkanoyl oxy . ). ] arteriosclerosis 
therapeutic agent or prevention agent . which designates 
compound which is selected from [3 and 2 -c ] pyridine or the 
pharmacologically acceptable salt as active ingredient 

[Claim 2] 

active ingredient , 

4, 5, 6 and 7 -tetrahydro thieno where it is a phenyl group 
(said substituent is methyl group , ethyl group , halogen 
atom , fluoro substitution -methyl group , methoxy group , 
ethoxy group , fluoro substitution -methoxy group , cyano 
group or nitro group . ) where R<sup>l</sup> issubstituted 
arteriosclerosis therapeutic agent or prevention agent . of 
Claim 1 which is a compound whichis selected from [3 and 2 
-c ] pyridine or pharmacologically acceptable salt 

[Claim 3] 
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4,5,6,7-TH^t:Kn^xy[3,2-c]eUv>JIXli 
4] 

T'fc^o )T'&i>4,5,6,7-xh^ 
tKP^xy[3,2-c]eUv>!SXIi^(DSS±K 

1 <;)i!)M«Hb&;S«»JXIi^ teS<Jo 



3 4,5,6,7-^h^tKP^xy[3,2-c]e 



2 -CfcS 4,5,6,7-'fh^tKP^xy[3,2-c]e 
$ti*1b^tlT'&'&M*ia 1 7!i54a)iJilllSBHb 

mtK 2s 4 X(i 6 Vhi> 4,5,6,7-7^ h^tKQ^^X 

y[3,2-c]e'jv;>^xii^<D^Ji±i^§5=n^ 

^A^bS^R^tl^>^b^!K3T*ife4li*Ii 1 7^2 4 



8] 

R^ *<7KSIS^.*^i//tx+vS.c, -C4 7;U3 



active ingredient , 

4, 5, 6 and 7 -letrahydro thieno where it is a phenyl group 
(said substiiuent is fluorine atom , chlorine atom , bromine 
atom , trifluoromethyl group , difluoro methoxy group , 
trifluoromethoxy group , cyano group or nitro group . ) where 
R<sup>)</sup> issubstituted arteriosclerosis therapeutic 
agent or prevention agent . of Claim 1 which is a compound 
whichis selected from [3 and 2 -c ] pyridine or 
pharmacologically acceptable salt 

[Claim 4] 

active ingredient , 

4, 5, 6 and 7 -tetrahydro thieno where it is a phenyl group 
(said substituent is fluorine atom or chlorine atom . ) where 
R<sup>l</sup> issubstituted arteriosclerosis therapeutic 
agent or prevention agent . of Claim 1 which is a compound 
whichis selected from [3 and 2 -c ] pyridine or 
pharmacologically acceptable salt 

[Claim 5] 

active ingredient , 

number of substituents of phenyl group where. 
R<sup>l</sup> is substituted, 4, 5, 6 and 7-tetrahydro thieno 
where it is 1 to 3 arteriosclerosis therapeutic agent or 
prevention agent . of Claims 1 through 4 whichis a compound 
which is selected from [3 and 2 -c ] pyridine or 
pharmacologically acceptable salt 

[Claim 6] 

active ingredient , 

number of substituents of phenyl group where 
R<sup>l</sup> is substituted, 4, 5, 6 and 7-tetrahydro thieno 
where it is 1 or 2 arteriosclerosis therapeutic agent or 
prevention agent . of Claims 1 through 4 whichis a compound 
which is selected from [3 and 2 -c ] pyridine or 
pharmacologically acceptable salt 

[Claim 7] 

active ingredient , 

substituted position of substituent of phenyl group where 
R<sup>]</sup> is substituted, 2,4 or 6 4, 5, 6 and 7 
-tetrahydro thieno where is arteriosclerosis therapeutic agent 
or prevention agent . of the Claims 1 through 4 which is a 
compound which is selected from [3 and 2 -c ] pyridine or the 
pharmacologically acceptable salt 

[Claim 8] 

active ingredient , 

4, 5, 6 and 7 -tetrahydro thieno where R<sup>2</sup> is 
hydrogen atom , carboxyl , C<sub>l</sub> -C<sub>4</sub> 
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C2 -C4 T)[^i3y^)l&^L<\t C3 -C6 v^D7 

(DEiM?HbS;&iiSiJX(±^ltt»Jc 

R' A^c, -C2 7;u=i^v*;u7f:^jusxiia^ 
$i^TL^Ttckt^C2-C4 7;u*y-<;uSgL<l± 

4,5,6,7-xh^tKP9^xy[3,2-c]e'Jv>!SXIi 

T?fc4ll*« 1 TbM 7 <;)iiM?HbS;6^*JX 



10] 

;u. :?pe;J-x;u. >rv^^U^Us v^p:^pe;u 

*;U7t-C-;UXI±v^'P^5^;U*;U7fxr:;uS-Cfe 
-5 4,5,6,7-xh^tKP^xy[3,2-c]e'Jv>?iX 

7t"-;u3?.(±v^p:^ptf;u*;i'7t?-;u»T*fe4 

4,5,6,7-xh^tKP^xy[3,2-c]eUv>^lXli 

T'fc^li*]S 1 nm 1 OiJiM5HbS;Sit»JX 
12] 

R^ *<2^4A<S^g^tlTL^TtcfeL^4,5,6,7-7^h^ 

tKP5^xy[3,2-c]e'Jv>-5-f;u»{ISM^S 
iis7KSa.c, -C4 7;un+va,c, -C4 7;u 
p^v>h+vS.c, -C5 7;u:tiy^;u^+v^ 
h^vS. p«h4v. :?;u7r-pgL<ii^p 

PT*S«^ftLTtckL^K>v;^:^- + va. c, 

-c,8 7;u*y^ju^4vS.C3-C6 v^p7;u+ 

:j-PgL<li<7PPT*fij^$nTtJ:l^'<>y-f 



alkoxy carbony] group or optionally substitutable , 
C<sub>2</sub> -C<sub>4</sub> alkanoyl group or the 
C<sub>3</sub> -C<sub>6</sub> cycloalkyl carbonyl group 
(said substituent is fluorine atom , chlorine atom , hydroxy 
group , methoxy group , ethoxy group or cyano group . ) 
arteriosclerosis therapeutic agent or prevention agent . of 
Claim 1 to 7 which is a compound which isselected from [3 
and 2 < ] pyridine or pharmacologically acceptable salt 

[Claim 9] 

active ingredient , 

4,5,6 and 7 -tetrahydro thieno where R<sup>2</sup> is 
C<sub>l</sub> -C<sub>2</sub> alkoxy carbonyl group or 
optionally substitutable C<sub>2</sub> -C<sub>4</sub> 
alkanoyl group or the C<sub>3</sub> -C<sub>6</sub> 
cycloalkyl carbonyl group (said substituent is fluorine atom or 
chlorine atom . ) arteriosclerosis therapeutic agent or 
prevention agent . of Claim 1 to 7 which is a compound which 
isselected from [3 and 2 -c ] pyridine or pharmacologically 
acceptable salt 

[Claim 10] 

active ingredient , 

R<sup>2</sup> being fluorine atom , 4, 5, 6 and 7 -tetrahydro 
thieno where it is a optionally substitutable , acetyl , 
propanoyl , isobutyryl , cyclopropyl carbonyl ora cyclobutyl 
carbonyl group arteriosclerosis therapeutic agent or 
prevention agent . of Claim 1 to 7 which is a compound which 
isselected from [3 and 2 -c ] pyridine or pharmacologically 
acceptable salt 

[Claim 11] 

active ingredient , 

R<sup>2</sup> being fluorine atom , 4, 5, 6 and 7 -tetrahydro 
thieno where it is a optionally substitutable , propanoyl ora 
cyclopropyl carbonyl group arteriosclerosis therapeutic agent 
or prevention agent . of Claim 1 to 7 which is a compound 
which isselected from [3 and 2 -c ] pyridine or 
pharmacologically acceptable salt 

[Claim 12] 

active ingredient , 

R<sup>3</sup> 4, 5, 6 and 7 -tetrahydro thieno where 2 
position are optionally substitutable 4, 5, 6, 7-tetrahydro 
thieno [3 and 2 -c ] pyridine -5-yl group (said substituent with 
hydroxy group , C<sub>l</sub> -C<sub>4</sub> alkoxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy methoxy 
group , C<sub>l</sub> -C<sub>5</sub> alkanoyl oxy 
methoxy group , methyl , methoxy , fluoro or chloro with 
optionally substitutable benzyloxy group , C<sub> 1 </sub> 
-C<sub>18</sub>alkanoyl oxy group , C<sub>3</sub> 
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c, -C4 7;U34^i/*;u;1?-;u;i-+ 

xy[3,2-c]t°'Jv>ISXIi-e(D|gS±i^§$tl 

11 (Dfbmimm7^mm^it=fvt}mo 



imm 13] 

tKP^ly'[3,2-c]eiJv>-5-'f;U*(SB^a 
li. 7KiE«. ^h+v». xh4v», t-^h^v 

-Cs 7;u*/''r;u;j-4'»h+va, c, -c,2 7;i' 

,-t?-JU;J-:^r->«.'<>y-f;U^+V«>C, -C4 

+V*;U7f:x;U^4vaTfe-5), 4,5,6,7- 
Th^tKP^I-/[3,2-c]eUv>?iXli^-COl| 



[^^^ 14] 

R' A<2^iA<S^$tl.Tl>TtJ;LM,5,6,7-xh5 
tKP^l>'[3,2-c]e'Jv>-5-'f;U»(ISS^« 

-Cio7;U*/'l';U:l-4^'>*XI4C, -C4 7;U3+ 
v*;U;f>- ;U^:(rvftT'fe-i)o 4,5,6,7--? 
h7tKP5^X>'[3,2-c]t°'Jv>^lXli^(7)^S 

*s 1 Tbs 11 (Dmmwit&T&mmy.it'f'm 



IS] 

R' A<2eA<S^$tvfc4,5,6,7-v^h5tKP^X 

y[3,2-c]e'Jv>-5-'f;uS(teS^Slis7jcK 

e/<P-1';U:f4^>»h+">». C2 -C6 7)li3 

/-f';u:t+vSxii C| -C4 7;u=i+v*;u7f:- 

vST'$)-5c )T*&-& 4,5,6,7-7^ h5t h'P^ 
xy[3,2-c]t°'jv>!;iXI4-E-ro^S±K§$*l 

^mA>f>s«i$n§ib^!^-cife^)ii*« 1 ns. 

11 a)l!)lililiI1b&;^SI»13ll4'^ll«»J. 
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-C<sub>6</sub> cycloalkyl carbonyl oxy group , methyl , 
methoxy , fluoro or chloro is optionally substitutable 
benzyl oxy carbonyl oxy group with optionally substitutable 
benzoyl oxy group , C<sub>l</sub> -C<sub>4</sub> alkoxy 
carbonyl oxy group or methyl , methoxy , fluoro or chloro . ) 
arteriosclerosis therapeutic agent or prevention agent . of 
Claims 1 through 1 1 which is a compound which is 
selectedfrom [3 and 2 -c ] pyridine or pharmacologically 
acceptable sah 

[Claim 13] 

active ingredient , 

R<sup>3</sup> 4, 5, 6 and 7 -tetrahydro thieno where 2 
position are optionally substitutable 4, 5, 6, 7-tetrahydro 
thieno [3 and 2 -c ] pyridine -5-yl group (said substituent is 
hydroxy group , methoxy group , ethoxy group , t-butoxy 
group , benzyloxy group , methoxy methoxy group , 
C<sub>l</sub> -C<sub>5</sub> alkanoyi oxy methoxy 
group , C<sub>l</sub> -C<sub>12</sub>alkanoyl oxy 
group , C<sub>3</sub> -C<sub>6</sub> cycloalkyl carbonyl 
oxy group , benzoyl oxy group , C<sub>l</sub> 
-C<sub>4</sub> alkoxy carbonyl oxy group or 
benzyloxy carbonyl oxy group . ) arteriosclerosis therapeutic 
agent or prevention agent . of Claims 1 through 1 1 which is a 
compound which is selectedfrom [3 and 2 -c ] pyridine or 
pharmacologically acceptable salt 

[Claim 14] 

active ingredient , 

R<sup>3</sup> 4, 5, 6 and 7 -tetrahydro thieno where 2 
position are optionally substitutable 4, 5, 6, 7-tetrahydro 
thieno [3 and 2 -c ] pyridine -5-yl group (said substituent is 
hydroxy group , pivaloyl oxy methoxy group , 
C<sub>2</sub> -C<sub>10</sub>alkanoyl oxy group or 
C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl oxy 
group . ) arteriosclerosis therapeutic agent or prevention 
agent . of Claims 1 through 1 1 which is a compound which is 
selectedfrom [3 and 2 -c ] pyridine or pharmacologically 
acceptable salt 

[Claim 15] 

active ingredient , 

R<sup>3</sup> 4, 5, 6 and 7 -tetrahydro thieno where 2 
position are substituted 4, 5, 6and 7 -tetrahydro thieno where 
it is a [3 and 2 -c ] pyridine -5-yl group (said substituent is 
hydroxy group , pivaloyl oxy methoxy group , 
C<sub>2</sub> -C<sub>6</sub> alkanoyi oxy group or 
C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl oxy 
group . ) arteriosclerosis therapeutic agent or prevention 
agent . of the Claims 1 through 1 1 which is a compound 
which is selected from [3 and 2 -c ] pyridine or the 
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m^m 16] 

2-tKD+v-5-(Qr-v^p::^pt";u:^);i/7f:-;L.-2- 

i7DD/<>v;i/)-4,5,6,7-'Th5t:KP5'xy[3,2-c] 

2-t:KP+v-5-(a-3^Pt*;l--;u-2-7;u:tP^> 

v;UK5,6,7-xh^tKP^X>'[3,2-c]e'Jv>. 

2-tKP+v-5-(a-v^7P::fpe;u*;U7fC-;u-2- 
7;i.:t-p^>v;uH,5,6,7-'Th7tKo^xy 

[3,2-c]e'>lv>. 

2-7 -iz v-5-( a - V ^ P 3^ P ;u TfCx ;i/ 
-2-:7 jU;J- □ ^> i/ ;u)-4,5,6,7-T h^tKP^xy 
[3,2-c]eUv>. 

7Kx;i..2-:7;U:J-pK>i/;UH,5,6,7-xh^tKP 
^xy[3,2-c]eUv>. 

2-:?^U;u:l-+v-5-(a-v^7P7^pe;u:^;U7t:- 

;U-2-7;U3rP'<>v7UK5,6,7-'Th^tKP^X 
y[3,2-c]e'Jv>. 

2-e/ <p ;U7|-+ v-5-( a p:^p e;i.*;u7t^ 
-;u-2-:7;u;l-p^>v;i/)-4,5,6,7-i'h7tKP^ 
xy[3^-c]e'Ji^>. 

2-M*uu;u:l-+v-5-(a-v^p:^pe;u^jU7K- 
;u-2-:7;u;i-p^>v;uK5,6,7-xh^tKP^x 

y[3,2-c]e'Jv>. 

7^:x;^-2.:7;^^p^>v;^H,5,6,7-xh^tKP 
^xy[3,2-c]euy>. 

2.t-:?h^v:*;U'tvx;i.;J-+v.5-(Q'-v^7P:^P 
t";U*;U7Kx;u.2-:7;U7|-P^>v;L')-4,5,6,7-x 
h7tKP5^xy[3,2-c]f'Jv>. 

2-t:/N*P-r;U:t^v>h4v-5.(a-v^P:^pe 
;U*;U;t^-jU.2-:7;U;j-pK>i;jU)^,5,6,7-i^h 
7tKPf^xy[3,2-c]t"'Ji/>.5-(af-v^^p:fp 
\l)\^ijJ[^7fs-)l'2-<P P P^> v;U)-2-7|- + V 
-2,4,5,6,7,7a-^+1ttKP5^xy[3,2-c]eUv>. 

5-(a-3^Pt'";rx;u.2-3?;u7l-p^>v;u)-2-7l-^ 

V -2,4,5,6,7,7a-'^ 4 -9" t K P ^ X > [3,2-c) U v 

5-(a-v^P3^Pt'';u*^U7f:-;u.2-3?;u;fp^> 

V ;U )-2-:t + V -2,4,5,6,7,7a-^ +-9- 1 K P 5^ X y 
[3,2.c]e'Jv>. 

2-7-th4-v-5-(a-v^P:?Pe;U*;U7t?x;u 
-2- -5 P P ^ > V ;U)^,5,6,7.x h^tKP^xy 
[3,2-c]eUv>. 



pharmacologically acceptable salt 
[Claim 16] 

2 'hydroxy -5- (;al -cyclopropyl carbonyl -l- chloro benzyl ) - 
4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

2 -hydroxy -5- (;al -propanoyl -2- fluoro benzyl ) - 4, 5, 6 and 
7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

2 -hydroxy -5- (;al -cyclopropyl carbonyl -2- fluoro benzyl ) - 
4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

2 -acetoxy -5- (;al -cyclopropyl carbonyl -2- fluoro benzyl ) - 
4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

2 -propanoyl oxy -5- (;al -cyclopropyl carbonyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

2 -butyryl oxy -5- (;al -cyclopropyl carbonyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

2 -pivaloyl oxy -5- (;al -cyclopropyl carbonyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

2 -valeryl oxy -5- (;al -cyclopropyl carbonyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

2 -hexanoyl oxy -5- (;al -cyclopropyl carbonyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

2 -t-butoxycarbonyl oxy -5- (;al -cyclopropyl carbonyl -2- 
fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

2 -pivaloyl oxy methoxy -5- (;al -cyclopropyl carbonyl -2- 
fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 5- (;al -cyclopropyl carbonyl -2- chloro benzyl ) - 2 
-0X0 -2, 4, 5, 6, 7, 7a-hexahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -propanoyl -2- fluoro benzyl ) - 2 -oxo -2, 4, 5, 6, 7, 
7a-hexahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -cyclopropyl carbonyl -2- fluoro benzyl ) - 2 -oxo -2, 
4, 5, 6, 7, 7a-hexahydro thieno [3 and 2 -c ] pyridine , 

2 -acetoxy -5- (;al -cyclopropyl carbonyl -2- chloro benzyl ) - 
4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] pyridine , 
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2-tKD+v.5-(a-2-:7;u;fPv^?D::fpe;u* 

;U7p-;u.2-3?;UtP^>v;U)-4,5,6,7.7'K^tK 
P9^xy[3,2-c]e'Jv>. 

)lt0^l/i> )l).2-t^y -2,4,5 AU^-^^-^t 
KP^xy[3,2-c]eUv>. 

2*7'tzh4v-5-(a-2-'7;i/:tPv^7P7^Pe;U* 
;i.7fC-;U-2-7;U;j-P^>vJU)-4,5,6,7-Th7tK 
P^xy[3,2-c]lf'Jv>. 

5-(a-^h+v*;u;K-;u.2-'i7PP^>v;u)-2- 

^+ V-2.4,5,6,7,7a-'s ^it t K P ^xy [3,2-c] f 

2-7-i2 h+ v-5-( a v:f3)U7px;u.2-^ P P 
K>:;;U)-4,5,6,7-ThvtKP^xy[3,2-c]eUv 



5-(a-p«h+v*;U/t>~;i'-2.3';U:tP^>v 
;U )-2- + V .2,4,5,6,7,7a. ^ + +^t:KP^xy 

[3,2-c]egv>. 

2-7-b h+ v-5-( a -> h+ V* JU7t:x;u-2-:7;u;J- 
P'<>v;UH.5,6,7-xh^tKP^xy[3,2-c]e''J 

5-( a - >h4v^yb7t-Cr: ;U-2-'i7P P'^^v 
;i/H,5,6,7-7^h5tKP^xy[3,2-c]eUv>. 

5-((y.>h + v*JU7p-;U-2-'7;U*P^>?/ 

;uH,5,6,7-^h7tKp^xy[3,2-c]e»Jv>. 

5-( a - P^P t';u* ;U7Kn ;u.2-<7 p p 
;uH,5,6,7-T^h^tKP5^xy[3,2.c]e»j*:;>. 

5-( a p:^pe;u*;u7K- ;u-2-:7;u:t-p^> 

v;U)-4,5,6,7-xh7tKP^xy[3,2-c]e'Jv>. 

5-( a -:?P If :tX7l..2.^?P P^> v;i.)-4,5,6,7-7^ 
t K P 5^xy [3,2.c]e 'J v>3lli 5-( <x '-^u e 

:tx;u-2-:7;u;!-P'<>v;uH,5,6,7-^h^tKP 
Txy[3,2-c]e»jv>lEli^n^cD*S±W# 



Specification 
[0001] 

^^mt. 4,5,6,7-^ h^tKP^xy [3,2.0] e 'J 

So 



1998-11-24 

2 -hydroxy -S* (;al - 2 -fluoro cyclopropyl carbonyl -2- fluorb 
benzyl )• 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

5 - (;al - 2 -fluoro cyclopropyl carbonyl -2- fluoro benzyl ) - 2 
-0X0 -2, 4, 5, 6, 7, 7a-hexahydro thieno [3 and 2 < ] pyridine , 

2 -acetoxy -5- (;al - 2 -fluoro cyclopropyl carbonyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

5 - (;al -methoxycarbonyl -2- chloro benzyl ) - 2 -oxo -2, 4, 5, 
6, 7, 7a-hexahydro thieno [3. and 2 -c ] pyridine , 

2 -acetoxy -5- (;al -methoxycarbonyl -2- chloro benzyl ) - 4, 
5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -methoxycarbonyl -2. fluoro benzyl ) . 2 -oxo -2, 4, 5, 
6, 7, 7a-hexahydro thieno [3 and 2 -c ] pyridine , 

2 -acetoxy -5- (;al -methoxycarbonyl -2- fluoro benzyl ) - 4, 5, 

6 and 7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -methoxycarbonyl -2- chloro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

5 . (;al -methoxycarbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -cyclopropyl carbonyl -2- chloro benzyl ) - 4, 5, 6 and 

7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 
7 -tetrahydro thieno [3 and 2 -c ] pyridine , 

5 - (;al -propanoyl -2- chloro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine or 5 - (;al -propanoyl 
-2- fluoro benzyl ) - 4, 5, 6 and 7-tetrahydro thieno 
arteriosclerosis therapeutic agent or prevention agent . which 
designates compound which isselected from [3 and 2 -c ] 
pyridine or those pharmacologically acceptable salt as active 
ingredient 

[Description of the Invention] 
[0001] 

[Technological Field of Invention] 

this invention, 4, 5, 6 and 7 -tetrahydro thieno regards 
arteriosclerosis therapeutic agent or prevention agent 
whichdesignates [3 and 2 -c ] pyridine or pharmacologically 
acceptable salt as active ingredient . 
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[0002] 

4,5,6,7-Th7tKD^xy[3,2-c]e'Jv>S©«: 

c*:<jDb^XTl^S(^J^Ii.1^MBS 50-46688 ^ 
^i*^$fi. <#Bf1BB 58-10583 ^^?B.t$MK 
59-27895 -t^:]^®. ttBB¥ 6-41 139 ^'i>ffi^)o 



[0003] 

[3,2-c]euv>is3H*t;)*s<*ffl^«t*LT^ 

fco 

[0004] 

[iiii^<g3i-r^fci^(D^s] 

[0005] 

[^k 2] 

R1-CH(R2)-R3 (I) 



[0002] 
[Prior Art] 

4, 5, 6 and 7 -letrahydro thieno it is well known from until 
recently that [3 and 2 -c ] pyridine derivative has 
antithromotic effect , (for example Japan Unexamined Patent 
Publication Showa 50-46688 disclosure , Japan Unexamined 
Patent Publication Showa 58-1 0583 disclosure , Japan 
Unexamined Patent Publication Showa 59-27895disclosure , 
Japan Unexamined Patent Publication Hei 6-41 139disclosure 
etc). 

But, it is not known that these compound have anti- 
arteriosclerosis action. 

[0003] 

[Problems to be Solved by the Invention] 

this inventor etc extended to long year, examined 
pharmacological action of letrahydro thieno [3 and 2 -c ] 
pyridine derivative . 

As a result, it possessed arteriosclerosis development 
inhibition where thespecific tetrahydro thieno [3 and 2 -c ] 
pyridine is superior, it discovered fact that it isuseful as 
therapeutic agent or prevention agent of arteriosclerosis this 
invention reached tocompletion. 

[0004] 

[Means to Solve the Problems] 

As for arteriosclerosis therapeutic agent of this invention or 
active ingredient of prevention agent , General Formula 

[0005] 

[Chemical Formula 2] 



[0006] 

^^ti> 4,5,6,7-xh^tKP^xy[3,2-c]eUi/ 
[0007] 

;uS(I^M«»it.c, -C4 7;u+;uS./\py 
>m^.y)i^tom^'Ci -C4 t;u+;us.c, 
-C4 7;na+v».'7;u:j-aSjft-c, -C4 7;u=j 

-C7 ljSKSt7v;u»(KM^SIi./NP>f>IS 
^.ym&.Ci -C4 7;u=i+v«X(iv7yS 



[0006] 

4, 5, 6 and 7 -tetrahydro thieno where it possesses it is a [3 
and 2 -c ] pyridine or pharmacologically acceptable salt . 

[0007] 

In above Formula , R<sup>l</sup> shows optionally 
substitutable phenyl group (said substituent is 
C<sub>l</sub> -C<sub>4</sub> alkyl group , halogen 
atom , fluoro substitution -C<sub>I</sub> -C<sub>4</sub> 
alkyl group , C<sub>l</sub> -C<sub>4</sub> alkoxy group , 
fluoro substitution -C<sub> 1 </sub> -C<sub>4</sub> alkoxy 
group , cyano group or nitro group . ), R<sup>2</sup> shows 
hydrogen atom , carboxyl , C<sub>l</sub> -C<sub>6</sub> 
alkoxy carbonyl group or optionally substitutable 
C<sub>l</sub> -C<sub>7</sub> aliphatic acyl group (said 
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4,5,6,7-^h^tKP^xy[3,2-c]e'Jv>-5-^;U 

c, -C4 7;uzi+vgL<ii c, -C6 7Ji±y^)\^ 
t^^^vm^ititz c,-C4 7;u=i^va.C7 
-QaT"^ Jl^Jlt ^i^&.Ci -c,8 7;u:ti/^;u 
:t+vS.C3 -C7 v^?P7;u+;u*;u7fx-;u^ 
+v».C6 -Co 7'J-;u*;U7fC-;u;f+va. 
c, -C4 7;u3*v*;u7K-;u:l'+i/»xi* c, 
-Cu 72^i-+^i'^*v*^i'7p-^i^3t-:tv*"efc 



[0008] 

§M^*ii.c, -C4 7;u^;u»icoi>Tii.« 
EtBgL<li5J0tta)jK^!& 1 7bS4fl(D7;u 

ii\ ^m. ^m. mm. ^mm^f^vh^jn-pji 
^ps^-c, -C4 Tji^jimz-Di^xit.mTi 

If. y)Uto:^^)i^ v7;u7hp>^vu. h^jyji^ 
to/^ji., i-yji^toji^j]^, 2--7;U/1-p:^p 
tf 3-7;u:i-p:f Ptf;u. 2-'7;u;J-p:?5^;u. 3- 

:7;u7t-p:?^;u.4-:7;u;J-p:^^;KDJ:a''j:ESI 

M^^7;^+;^»■cr^c)y^#;c, -C4 7;un^v« 
icoiNT li. mxii. >h^v. xh^v. t^ptK 

tta)m^S^l7!IM4P(D7;^=l4^vST*fey^#; 
3?;L.:tPM}^'C, -C4 7;^D+vg(c'^L^Tli. 
0iJ^if. 7';L//l-p^h+v. v3?;u;i-p>h^v. 
h'j7;u:tP>h+v. 2-:7;u;i-pxh^v. 2-3? 
;u;i-p:^P7K+v. 3-:7;u:i-p::f PT^'+v. 2-:? 

;U:tP-f V:^P7K+v. 4.:7;u;j-p:?h+v0ck 
7;U7f'PM^7>lUn+vftT'fey^#.R' OMtk 

>^;us. x^'jua. /\py>IS^-. :7;u 
7hPM«->^;ua. >h+i>». xh+v». :7 

;U^PM^->h4^vS. v7-/»3ll*r:hP»T' 
Sl3i?5Sl::li. ^*J^^ . ^^)S^ . ft 
. h'J3?;U:tP>^;ua. v3?JU:tP>h^ 
vS. h'J7;U:l-P>h+>». v7yaX(i-h 



substituent is halogen atom , hydroxy group , C<sub>l</sul^ 
-C<sub>4</sub> alkoxy group or cyano group . ), 
R<sup>3</sup> shows optionally subslitutable 4, 5, 6, 
7-telrahydro thieno [3 and 2 -c ] pyridine -5-yl group (said 
substituent is C<sub>l</sub>-C<sub>4</sub> alkoxy group , 
C<sub>7</sub> -C<sub>14</sub>aralkyloxy group , 
C<sub>l</sub> -C<sub>18</sub>alkanoyl oxy group , 
C<sub>3</sub> -C<sub>7</sub> cycloalkyl carbonyl oxy 
group , C<sub>6</sub> -C<sub>10</sub>aryl carbonyl oxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl 
oxy group or C<sub>7</sub> -C<sub>14</sub>aralkyloxy 
carbonyl oxy group which is substituted with the hydroxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy group , 
C<sub>l</sub> -C<sub>4</sub> alkoxy or C<sub>l</sub> 
-C<sub>6</sub> alkanoyl oxy . ). 

[0008] 

You obtain above-mentioned each substituent of optionally 
subslitutable phenyl group of R<sup>l</sup> ,with alkyl 
group of carbon number 1 to 4 of straight chain or amount 
chain and like for example methyl , ethyl , propyl , isopropyl , 
butyl , s-butyl , t-butyl , isobutyl concerning C<sub>l</sub> 
-C<sub>4</sub> alkyl group , you obtain with for example 
fluorine , chlorine , bromine , iodine atom ; concerning 
halogen atom , and with fluoro substituted alkyl group of 
carbon number 1 to 4 of straight chain or amount chain like 
for example fluoromethyl , difluoromethyl , trifluoromethyl , 
2- fluoro ethyl , 2- fluoropropyl , 3- fluoropropyl , 2- fluoro 
butyl , 3- fluoro butyl , 4- fluoro butyl ; concerning fluoro 
substitution -C<sub>l</sub> -C<sub>4</sub> alkyl group , 
obtaining; Concerning C<sub> 1 </sub> -C<sub>4</sub> 
alkoxy group , with alkoxy group of carbon number 1 to 4 of 
straight chain or theamount chain like for example methoxy , 
ethoxy , propoxy , isopropoxy , butoxy , s-butoxy , t-butoxy , 
isobutoxy obtaining; Concerning fluoro substitution 
-C<sub>l</sub> -C<sub>4</sub> alkoxy group , you obtain 
with fluoro substituted alkoxy group of the carbon number 1 
to 4 of straight chain or amount chain like for example fluoro 
methoxy , difluoro methoxy , trifluoromethoxy , 2- fluoro 
ethoxy , 2- fluoro propoxy , 3- fluoro propoxy , 2- fluoro 
isopropoxy , 4- fluoro butoxy , substituent of optionally 
substiiutable phenyl group of R<sup>l</sup> , ideally, 
methyl group , ethyl group , halogen atom , fluoro substitution 
-methyl group , methoxy group , ethoxy group , fluoro 
wiihsubstitution -methoxy group , cyano group or nitro 
group , furthermore ideally, with fluorine atom , chlorine 
atom , bromine atom , trifluoromethyl group , difluoro 
methoxy group , trifluoromethoxy group , cyano group or 
nitro group , especiallyideally, is fluorine atom or chlorine 
atom . 

said number of substiiuents , ideally, with 1 to 3 , furthermore 
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lc»Jiictt. 1 xii 2 vhi>o 

[0009] 

CD C, -Cfi TJH^^v^^UTt-C-jUftli,-^]^ 
^#.ff®(cli.C, -C4 T)l^^i^±)l7fs-jl^ 

r*fcy.S(c»@icii.c, -C2 7;i/=i+v*;u 

7K-;uaT*fcy. 1tic»ig(ci±. ;«h4v*JU7p 
[0010] 

7;u:tjy-r;u*;Xliv^P3^pe';u:ti;U/tC- 
;u. v^Pi^^'^u^^UTfC-vu, v^7p/<>^;u*i 
;U7tC- v^p^:^i/;u^;U7f;- ;u, v>7a/s 
:^9^;u*;u;p-;ua)ck5<f C3 -c^ v<7P7;u+ 

;u:by-f;u»3^liC3 -C6 v<7P7;u^;u:^;u;tc 
->iuST*fcy . Jilzii. 7-ir^;u. :^pe 
:i--;u, -rv:^^'j;u. v^7P:/pe;u*;u7t^- 
;uxiiv<7P:^^;u*;u?fC- jusxfeU. 
*f iSicii. ^pe:t~;uxiiv^7p:^ptf;u* 

[0011] 

tfc. Blte»t7v;uS(DS^«C0/NP^*»I^^ 

:ri;c, -C4 7)i^^\y&\t.miyx.-jim<D 

7>;uS(DM^aii. WSfcii. ^^I^^. « 
7y»T'fey. si^wsdii. 

mWs=FVh^). ^$lc»®lcl±. ^^IS^^T'fe 

So 

[0012] 



7J^;^P7•fe5';^. 



ideally, is 1 or 2 . 

In addition, substituted position , ideally, with 2, 4 or 6, 
especially ideally,is ortho . 

[0009] 

You obtain C<sub>l</sub> -C<sub>6</sub> alkoxy carbonyl 
group of R<sup>2</sup> , with for example 
methoxycarbonyl , ethoxy carbonyl , propoxy carbonyl , 
isopropoxy carbonyl , butoxy carbonyl , isobutoxy carbonyl , 
t-butoxy carbonyl , pentyloxy carbonyl , hexyloxy carbonyl 
group , ideally, with the C<sub>l</sub> -C<sub>4</sub> 
alkoxy carbonyl group , furthermore ideally, with 
C<sub>l</sub> -C<sub>2</sub> alkoxy carbonyl group , 
especially ideally, it isa methoxycarbonyl group . 



[0010] 

You obtain aliphatic acyl group of optionally substitutable 
C<sub>l</sub> -C<sub>7</sub> aliphatic acyl group of 
R<sup>2</sup> , with C<sub>3</sub> -C<sub>7</sub> 
cycloalkyl carbonyl group a C<sub>l</sub> -C<sub>6</sub> 
alkanoyl group ; of straight or branched condition like for 
example formyl , acetyl , propanoyl , butyryl , isobutyryl , 
valeryl , isovaleryl , pivaloyl , hexanoyl group or like 
cyclopropyl carbonyl , cyclobutyi carbonyl , cyclopentyl 
carbonyl , cyclohexyl carbonyl , cycloheptyl carbonyl , 
ideally, with C<sub>2</sub> -C<sub>4</sub> alkanoyl 
group or C<sub>3</sub> -C<sub>6</sub> cycloalkyl 
carbonyl group , furthermore ideally, with acetyl , propanoyl , 
isobutyryl , cyclopropyl carbonyl or the cyclobutyi carbonyl 
group , especially ideally, it is a propanoyl or a cyclopropyl 
carbonyl group . 

[0011] 

In addition, halogen atom and C<sub>l</sub> 
-C<sub>4</sub> alkoxy group of substituent of aliphatic acyl 
group showsame meaning as those which are defined with 
substituent of theaforementioned phenyl group , substituent of 
aliphatic acyl group , ideally, with fluorine atom , chlorine 
atom , hydroxy group , methoxy group , ethoxy group or 
cyano group , furthermore ideally, with fluorine atom or 
chlorine atom ,especially ideally, is fluorine atom . 

[0012] 

As for exemplary basis of aliphatic acyl group which is 
substituted, 

for example 

fluoro acetyl , 

difluoro acetyl , 
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tKP+v7-t29^;u. 

4- tKP+v:?^'j;u. 

5- tKP+v/N*b'j;k 
-?^K+v7'iz^;U. 

3- yh+i/:?*pe;j--;u. 

xh4v7-tr9^;u. 
3.xh4v:^pe^^ju. 

4- xh+v:?5^'j;u. 

v7/7-tz^;u. 

3- v7/:^pe;r-;u. 

4- v7>'^5^U;U. 

5- v7y/\V'J;i/. 

2.:7;u:j-Pv^p:^pe;u*;u7tx*-;u. 

2,2-v3?;U;fPv^P7^De;U:t];U7f:- 2-^7 
DPv^p:?pt';u*jU7tc-;u, 2-:?p^v^7P 
:?*ptf;u*;u7pxju, 2--7;u:i-p v<7p^-^;u* 

)l7fs^J[..2'<PDQiy^Dy^)lt)jU7fs-)l^ 2- 
Z?)ltU^^^U^l/=^)l-h)l^s-)l^ 2-^7PPv 

^7p^>t;u^;U7Kx;u, 2-z?)itoi^^u^:!^ 
v;u*;u;K- ju, 2-'5PPv^p^-^v;i/*;U7t? 
x;u, 2-tKP+vv^7P:^pe;b*;u;K-;u. 2- 
tKP4^vv^7n:f^;u*;U;K- 2-tKP+v 



trifluoroacetyl , 
chloroacetyl , 
trichloroacetyl , 
bromo acetyl , 
iodo acetyl , 
3 -fluoro propanoyl , 
3 -chloro propanoyl , 
3 -bromo propanoyl , 

3 -iodo propanoyl , 

4 -fluoro butyryl , 

4 -chloro butyryl , 

5 -fluoro valeryl , 
hydroxy acetyl , 

3 -hydroxy propanoyl , 

4 -hydroxy butyryl , 

5 -hydroxy valeryl , 
methoxy acetyl , 

3 -methoxy propanoyl , 

4 -methoxy butyryl , 

5 -methoxy valeryl , 
ethoxy acetyl , 

3 -ethoxy propanoyl , 

4 -ethoxy butyryl , 

5 -ethoxy valeryl , 
cyanoacetyl , 

3 -cyano propanoyl , 

4 -cyano butyryl , 

5 -cyano valeryl , 

2 -fluoro cyclopropyl carbonyl , 

You obtain with 2 and 2 -difluoro cyclopropyl carbonyl , 2- 
chloro cyclopropyl carbonyl , 2- bromo cyclopropyl 
carbonyl , 2- fluoro cyclobutyl carbonyl , 2- chloro cyclobutyl 
carbonyl , 2- fluoro cyclopentyl carbonyl , 2- chloro 
cyclopentyl carbonyl , 2- fluoro cyclohexyl carbonyl , 2- 
chloro cyclohexyl carbonyl , 2- hydroxy cyclopropyl 
carbonyl , 2- hydroxy cyclobutyl carbonyl , 2- hydroxy 
cyclopentyl carbonyl , 2- hydroxy cyclohexyl carbonyl , 2- 
methoxy cyclopropyl carbonyl , 2- methoxy cyclobutyl 
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+vv^p/\:tv;u*>U7t-C-;u. 2-xh4vv^ 
p:^pe;u*iJU7K-;u. 2-xh+vv^p:?^;u 
*;U7tC- jU, 2-xh4^vv^P^>^;i/*;u?n:^ 
;u. 2-xh:^vv^;p^:^Fv;u*;u7P-;u. 2-e/ 

^;u*i;u7f;-;u. 2-v7/v^p^>^;u*;u7t-: 
2-v7-/v^7P^+v;u*;U7f:-;uST*fe 
iilctt. :7ju:t P7-trf^>u. v:7;u;l-p 
74rf^;U. h'J^;U:l-P7-i25^;U. ^ODT-^^ 

xju. tKp+v7-tz^;u. 3-tKP+v:^pe:r 

-;U. >h + v7iz^;U. 3-yh^v^Pe:f- 
Xh4v7-b^;u. v7y7-tz^;U. 3-v7y 

~ju. 2,2-v:7;u:fPv^7P:^Pt'';i/:bjU7f:- 
2-'?ppv^p:^Pt'';u:^;U/1^-;u. 2-:7;u 
;j-Dv^p:;5';i.*;U7f:- ju. 2-'J7PPv^p:^ 

f^;u*;u/+:-;u. 2.:7;u^'Pv^'p^>^ju*;u 
2-"7;U:tPi/^P^+v;U*JU7P:::;U. 
2-tKP4^vv^p:^pe;u*;u7p-;u. 2-p<h^ 
vv^7p::f pe;u*;u7f:nju, 2-xh+vv^p 
:^pe;u:t»;u7t-:-;uxii 2-v7/v^p:^pe;u 

v:7;i/:tP7-b^;u. h^jyj[^to7-t 
^;u, ^7PP7-t!^;u. 3'yj[^to:fa\:ft:^ 
2.7;U5}-Pv^p::^pe;u*;u7p-;u. 2-^ 
□ □v^p::^Pt';u*^U7tc-;uxii 2-7ju;*-p 
vi'P:?5^;u:^;u7p->uST*&y. ^$lz^^^Slc 
li. 7;b:tP7-fe^;u. v7;u;j-P7-tz^;u. hu 
:7;u:l-P7-tf^;u. 3-7;u;J-p>^pe:l--;uxii 
2.7;u:tPS/^?p:^Pbf;u*;i^7K-;uS-efc'So 

[0013] 

(DSfe^*tri>TtJ:L^ 4,5,6,7-Th^tKP 
^X/[3,2-c]eU>>-5.-<;i/»(DS^ilCtel^ 

T.SiM«5SL<l*S«ic, -C4 7;uzi4vSa 
i; c, -C4 7;u:3+v:b;U/+:-;u:i-4vft (7) Ci 
-C4 7;u=i+vgu^J.c, -C6 7;u:t)y-r;u:i-^ 
vScD c, -Ce 7;u:^y-r;i.aJ5i'.C3 -c, v^7P 
7;i'+;u*>u;fC-;u^4^vSa) C3 -c, v^7P7 
;u^;u*;U7t?-;uS|J»ii. ButBO r' Xli r' 



[0014] 

C7 -C,4 7^;U+;U7|-+vft&i; C7 -C,477JU 

^;u:t-+v*;u7p-;u7t"+vS0 c? -c,4 7^ 



carbonyl , 2- methoxy cyclopentyl carbonyl , 2- methoxy 
cyclohexyl carbonyl , 2- ethoxy cyclopropyl carbonyl , 2- 
ethoxy cyclobutyl carbonyl , 2- ethoxy cyclopentyl carbonyl , 
2* ethoxy cyclohexyl carbonyl , 2- cyano cyclopropyl 
carbonyl , 2- cyano cyclobutyl carbonyl , 2- cyano 
cyclopentyl carbonyl , 2- cyano cyclohexyl carbonyl group , 
ideally, fluoro acetyl , difluoro acetyl , trifluoroacetyl , 
chloroacetyl , 3- fluoro propanoyl , 3- chloro propanoyl , 
hydroxy acetyl , 3- hydroxy propanoyl , methoxy acetyl , 3- 
methoxy propanoyl , ethoxy acetyl , cyanoacetyl , 3- cyano 
propanoyl , 2- fluoro cyclopropyl carbonyl , 2, 2- difluoro 
cyclopropyl carbonyl , 2- chloro cyclopropyl carbonyl , 2- 
fluoro cyclobutyl carbonyl , 2- chloro cyclobutyl carbonyl , 2- 
fluoro cyclopentyl carbonyl , 2- fluoro cyclohexyl carbonyl , 
2- hydroxy cyclopropyl carbonyl , 2- methoxy cyclopropyl 
carbonyl , 2- ethoxy cyclopropyl carbonyl or with 2 -cyano 
cyclopropyl carbonyl group ,furthennore ideally, fluoro 
acetyl , difluoro acetyl , trifluoroacetyl , chloroacetyl , 3- 
fluoro propanoyl , 2- fluoro cyclopropyl carbonyl , 2- chloro 
cyclopropyl carbonyl or with 2 -fluoro cyclobutyl carbonyl 
group , especially idea]]y,fluoro acetyl , difluoro acetyl , 
trifluoroacetyl , 3- fluoro propanoyl or 2 -fluoro cyclopropyl 
carbonyl group are. 



[0013] 

In substituent of optionally substitutable 4, 5, 6, 7-tetrahydro 
ihieno [3 and 2 -c ] pyridine -5-yl group of R<sup>3</sup> , 
unsubstituted or thesubstitution C<sub>l</sub> 
-C<sub>4</sub> alkoxy group and C<sub>3</sub> 
-C<sub>7</sub> cycloalkyl carbonyl portion of 
C<sub> 1 </sub> -C<sub>6</sub> alkanoyl portion , 
C<sub>3</sub> -C<sub>7</sub> cycloalkyl carbonyl oxy 
group of C<sub>l</sub> -C<sub>4</sub> alkoxy portion , 
C<sub> 1 </sub> -C<sub>6</sub> alkanoyl oxy group of the 
C<sub> 1 </sub> -C<sub>4</sub> alkoxy carbonyl oxy group 
are similar to those which are defined in aforementioned 
R<sup>l</sup> or R<sup>2</sup> . 

[0014] 

You obtain C<sub>7</sub> -C<sub>14</sub>aralkyl portion 
of C<sub>7</sub> -C<sub>14</sub>aralkyloxy group and 
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$fc.a±|cli.ttg!iStLT.Ci -C4 7;u^ 

>h+va. ^mis^x 

[0015] 

/<;u^h-f 7.x7□^J^S■r?fey^#. timiz 
It. Ci -c,2 7;u*y-r;uaT*fey . Mi::»iiic 
li.Cj -c,o7;L'*y-f;uaT*fey.iHicff®ic 



[0016] 

Ce -c,o7U-;^*;^7^^-;^;^■^v»cD Ce -c,o 

;US.C, -C4 7;H3^vSX[i/NPy>K^^ 
>^;u». -?«h+v». ^miS^ X 

[0017] 

4,5,6,7"^h^tKP5'X/[3,2-c]t''Uv>-5--f;U 
»(7)Sg^att.JfJSlClt.7XS»;C, -C4 7;i. 
34vS;C, .C4 7;Ur3+v>h+vS;C, -C5 
7;u*y>r;u7l-+v>h+vS;p«^;u. ^h+v. 
:7;u;!r-pgL<(i^7Pp-cS}fe$^Tt,cfci^^> 
i>)lt^iy&;Ci -C,8 7;u:^y>r;u7l-+va;C3 
-C6 v^P7;u^;u:ti;u7fC-;u:f+vS;;^5' 
yh^v. 7;u:tPSL<ii^7PPT?Sfe**t 

Ttctt^'<>y^;U:j-+vS;C, -C4 7;U=i4-v 

:tPeL<li^7PPT*M^^:ttTtcfcl^^>v;U 

li. >h+va. xh^vS. t.:?h+v 

-C5 7;u:^y^;u:*-^v>h^vS.Ci -c,2 7;u 
*>'-r;u:t+vS. C3 -C6 v^P7;u+;u:^JU 
/-p-;u:?|-:tvS.^>y-<;U:t+vS.C, -C4 



C<sub>7</sub> -C<sub>14</sub>aralkyloxy carbonyl oxy 
group , with for example benzyl , naphthyl methyl , 
diphenylmethyl , phenethyl , 3- phenyl propyl , 4- phenyl 
butyl ,ideally, with benzyl or phenethyl , especially ideally, it 
is a benzyl . 

In addition, it is possible to possess C<sub>l</sub> 
-C<sub>4</sub> alkyl group , C<sub>l</sub> 
-C<sub>4</sub> alkoxy group or halogen atom (Ideally, 
methyl group , methoxy group , fluorine atom or chlorine 
atom ) withrespect to ring as substituent . 

[0015] 

C<sub>l<ysub> -C<sub>18</sub>alkanoyl portion of 
C<sub>Wsub> -C<sub>18</sub>alkanoyl oxy group , you 
obtain with C<sub>l</sub> -C<sub>6</sub> alkanoyl , 
heptanoyl , octadecanoyl , nonanoyl , decanoyl , lauroyl , 
myristoyl , palmitoyl , stearoyl group in for example 
aforementioned R<sup>2</sup> , ideally, with 
C<sub>l</sub> -C<sub>12</sub>alkanoyl group , 
furthermore ideally, with C<sub>2</sub> 
-C<sub>10</sub>alkanoyl group , especially ideally, it is a 
C<sub>2</sub> -C<sub>6</sub> alkanoyl group . 

[0016] 

You obtain C<sub>6</sub> -C<sub> 1 0</sub>aryl portion of 
C<sub>6</sub> -C<sub>10</sub>aryl carbonyl oxy group , 
with for example phenyl , naphthyl group , ideally, it is a 
phenyl group . 

In addition, it is possible to possess C<sub>l </sub> 
-C<sub>4</sub> alkyl group , C<sub>l</sub> 
-C<sub>4</sub> alkoxy group or halogen atom (Ideally, 
methyl group , methoxy group , fluorine atom or chlorine 
atom ) withrespect to ring as substituent . 

[0017] 

4, 5, 6 and 7 -letrahydro thieno substituent of [3 and 2 -c ] 
pyridine -5-yl group , ideally, with the hydroxy 
group ;C<sub>l</sub> -C<sub>4</sub> alkoxy 
group ;C<sub>l</sub> -C<sub>4</sub> alkoxy methoxy 
group ;C<sub>l</sub> -C<sub>5</sub> alkanoyl oxy 
methoxy group ;methyl , methoxy , fluoro or chloro with 
optionally substitutable benzyloxy group ;C<sub>l</sub> 
-C<sub>18</sub>alkanoyl oxy group ;C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl oxy group ;methyl , 
methoxy , fluoro or chloro with optionally substitutable 
benzyloxycarbonyl oxy group ,furthermore ideally, with 
hydroxy group , methoxy group , ethoxy group , t-butoxy 
group , benzyloxy group , methoxy methoxy group , 
C<sub>l</sub> -C<sub>5</sub> alkanoyl oxy methoxy 
group , C<sub>l</sub> -C<sub>12</sub>alkanoyl oxy 
group , C<sub>3</sub> -C<sub>6</sub> cycloalkyl carbonyl 
oxy group , benzoyl oxy group . C<sub>l</sub> 
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-C,o7-lt'*>''f-'U*+vSXIi C, -C4 T)\^=i^ 

;^^Jy'r>^/^=tvSXl^ c, -C4 7;u34f'>*;1' 



[0018] 

[0019] 
[<b3] 



-C<sub>4</sub> alkoxy carbonyl oxy group or 
benzyloxycarbonyl oxy group , ftirthermore moreideally, with 
hydroxy group , pivaloyl oxy methoxy group , 
C<sub>2</sub> -C<sub>10</sub>alkanoyl oxy group or 
C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl oxy 
group , especially ideally, is hydroxy group , pivaloyl oxy 
methoxy group , C<sub>2</sub> -C<sub>6</sub> alkanoyl 
oxy group or C<sub>l</sub> -C<sub>4</sub> alkoxy 
carbonyl oxy group with optionally substitutable benzoyl oxy 
group ;C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl oxy 
group or methyl , methoxy , fluoro or chloro . 

[0018] 

In addition, substituted position , ideally, is 2 position of 
tetrahydro thieno pyridyl ring. 

Furthermore, tautomer of keto -enol form exists in tetrahydro 
thieno pyridyl compound where 2 position are substituted 
with hydroxy group , but also isomer and those mixture 
areincluded in compound of this invention . 

[0019] 

[Chemical Formula 3] 



[0020] 

-flS5t(l)r*S*:>^n*1b^JaicfcLN 

[0021] 

t>m. iss. vilok. TP>sf. 

TU-r>K. •:7"7;uffi. -^x^ 
•t?>7.;U7n>K. p-h;ux>x;u7n>Ka)<*:5^f 

\t. Jis«. fifiK^. im^. v^os^^. 3/\ 



[0020] 

Furthermore, when carbon atom etc which R<sup>l</sup> 
has connected in the compound which is displayed with 
General Formula (1 ), is asymmetric carbon atom , optical 
isomer which is based on those exists, but also isomer and 
those mixture areincluded in compound of this invention . 

Furthermore when in compound , disubstituted cycloalkyl 
group is included and, in compound which is displayed with 
General Formula (1 ), isomer of cis /trans exists,but also 
isomer and those mixture are included in compound of the 
this invention . 

[0021] 

In addition, compound (1 ) is converted to pharmacologically 
acceptable salt easily. 

As those salt , it is possible organic acid inorganic acid like 
salt , acetic acid , propanoic acid , butanoic acid , benzoic 
acid , oxalic acid , malonic acid , succinic acid , maleic acid , 
flimaric acid , tartaric acid , citric acid , methane sulfonic 
acid , ethane sulfonic acid , benzenesulfonic acid , 
p-toluenesulfonic acid toincrease salt , but ideally, acetate , 
sulfate , nitrate salt , oxalate , succinate , fiimarate like for 
example hydrochloric acid , sulfuric acid , nitric acid , 
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sic. it^m)^\t^<r>ik<D7m^ij:^^m 

[0022] 

i)R' t<.m^^Mzyx^)i&(mmtkmt./^ 
-^'^^u*. xh+s/a. yjito^ 

+vS. i/7y»XI*xhPS-C?ife*o )T*fc*ft 

1 TbM 3 T?3&41b^!tel. 

5) R' <DSgi*+ifc^xx;usa)ii«»a)ja 

6) R' omik^Mzyji-ji^om^&omtk 

i4SA<. 2. 4 XI* 6 V&i>it^^. 

7) R' A^7K*IS^^.:b;u7t:^vS.c, -C4 T)i 

l^.C2 -C4 7;U*>'-fJUttSL<li C3 -C6 

8) R' ;b<.c, -C2 7;u=i^v:b;u7p-;uaxii 
a^^nxt^TtcfcivCs -C4 7yu*y-r;uft 



9) R' ^RIi^T'tt^$nrL^Tt«^:l^.7 

e>u*;u7^^-juxi±v^7P:^^;u*;u7tx*-jua 

T*fe*ib^«3. 

10) R' 7i)<. ^^)S^T'a}S^tlTl^Tt<fcl>. 

:fpt":?j-xjU3iiiv^7P:^pe;u*;u7fCx7us 



phosphoric acid or it is a methane sulfonate . 

Furthermore, also hydrate of compound (I ) or its salt is 
included in the this invention . 

[0022] 

In compound which possesses aforementioned General 
Formula (I ) which is a active ingredient of this invention , 
ideally, 

1) R<sup>l</sup> , compound , which is a phenyl group 
(said substituent is methyl group , ethyl group , halogen 
atom , fluoro substitution -methyl group , methoxy group , 
ethoxy group , fluoro substitution -methoxy group , cyano 
group or nitro group . ) which is substituted 

2) R<sup>l</sup> , compound , which is a phenyl group 
(said substituent is fluorine atom , chlorine atom , bromine 
atom , trifluoromethyl group , di fluoro methoxy group , 
trifluoromethoxy group , cyano group or nitro group . ) which 
is substituted 

3) compound , which is a phenyl group (said substituent is 
fluorine atom or chlorine atom . ) where R<sup>l</sup> is 
substituted 

4) number of substituents of phenyl group where 
R<sup>l</sup> is substituted, compound , which is 1 to 3 

5) number of substituents of phenyl group where 

R<sup>l</sup> is substituted, compound , which is 1 or 2 

6) substituted position of substituent of phenyl group where 
R<sup>l</sup> issubstituted, 2, 4 or 6 compound , which is 

7) R<sup>2</sup> , compound , which is a hydrogen atom , 

carboxyl , C<sub>l</sub> -C<sub>4</sub> alkoxy caibonyl 
group or a optionally substitutable , C<sub>2</sub> 
-C<sub>4</sub> alkanoyl group or a C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl group (said substituent 
is fluorine atom , chlorine atom , hydroxy group , methoxy 
group , ethoxy group or cyano group . ) 

8) R<sup>2</sup> , compound , which is a C<sub>l</sub> 
-C<sub>2</sub> alkoxy carbonyl group or a optionally 
substitutable , C<sub>2</sub> -C<sub>4</sub> alkanoyl 
group or a C<sub>3</sub> -C<sub>6</sub> cycloalkyl 
carbonyl group (said substituent is fluorine atom or chlorine 
atom . ) 

9) R<sup>2</sup> , compound , which is a optionally 
substitutable , acetyl , propanoyl , isobutyryl , cyclopropyl 
carbonyl or a cyclobutyl carbonyl group with fluorine atom 

10) R<sup>2</sup> , compound , which is a optionally 
substitutable , propanoyl or a cyclopropyl carbonyl group 
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11) R^ A<.2 ^4/)<a}S^tlTl^rtJ:L^ 4,5,6,7- 

Th^tKD^xy[3,2.c]e'Jv>-5-^;uS(iSS 
-c,8 7;u*y-f;u:l-4v».C3-C6 v^D7;u+ 

;i/:i-^vS.C, -C4 7)l::}^i^±)l7fs-j{,t^ 

vaxii>^;u. ^h+v. 3';u:i-PSL<li^7P 
PT*S^fe^4^Ttl<kl^^>vJ^:i-4^v*;^7^:- 

12) R^ ^4*<S}^^i^Tl^TtJ:l^ 4,5,6,7- 
Th7tKP9^X>'[3,2-c]eUv>-5.-f;U«(KS 

c, -C5 7;u^y^;u:i-+v>h+vS. C, -C,2 7 
;uAy-f;u*+vS.C3 -C6 v^P7;b+;u* 
;i/7t?i:jU:J-+vft.'<>l/-f;u;J"^5/S.C, -C4 



13) R^ *^2 <4;b<S^$tlTl^T^jcfcl^ 4,5,6,7- 

7^h^tKP^xy[3,2-c]e»Jv>-5--r;ua(Kg 
^gii . 7KK»; e/<p-r;u;j-+v>h4^va. 
C2-c,o7;u*>'-f;u^+i/SXiic,-C4 7;U3 

14) R' 2 m^m^^Mz 4,5,6,7-^h7tKP 

^xy[3,2-c]e'J v>-5-f ;ua(temfilS(i . tK 

Kg. e/NP-r;u^+v>h^va. C2 -Ce 7;u 

*y^7U;il-^vSXli c, -C4 7;u=]+i/*;u7K 

15) R' A<.SlS$tLfc7x-;uS(ISS«IS(i. 

x^;ua. /NP>^r»S^. ^'^lU;*- PS 
^->^;U«. xh+va. T^yUThP 

Si^->h^v». v7yS3l(±:ihPST'fei>c ) 
trfey. R^ *^ 7XSIS^-. *;U7K4v» . C, -C4 
7;^=l+v*;^7t<x;^SXliS»*4^Tl^Tt 
cki\C2 -C4 7;u*y^>iu»gL<i* C3 -C6 v 

ig^Jli^s 7KK«. >h+v«. xh^v 
SXIiv7y»T'fe^c)T&y.R' *^2 <4*< 
mSi^tiTl^Ttckl^ 4,5,6,7-xh7tKP^xy 
[3,2.c]e'Jv>-5->f;u»(ISSJS»li.7XKS. 



with fluorine atom 

1 1) R<sup>3</sup> , compound , where 2 position are 
optionally substitutable 4, 5, 6, 7-tetrahydro thieno [3 and 2 
-c ] pyridine -5-yl group (said substituent with hydroxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy group , 
C<sub>l</sub> -C<sub>4</sub> alkoxy methoxy group , 
C<sub>l</sub> -C<sub>5</sub> alkanoyl oxy methoxy 
group , methyl , methoxy , fluoro or chloro with optionally 
substitutable benzyloxy group , C<sub>l</sub> 
-C<sub>18</sub>alkanoyl oxy group , C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl oxy group , methyl , 
methoxy , fluoro or chloro is optionally substitutable 
benzyloxycarbonyl oxy group with optionally substitutable 
benzoyl oxy group , C<sub>l</sub> -C<sul^4</sub> alkoxy 
carbonyl oxy group or methyl , methoxy , fluoro or chloro . ) 

12) R<sup>3</sup> , compound , where 2 position are 
optionally substitutable 4, 5, 6, 7-tetrahydro thieno [3 and 2 
-c ] pyridine -5-yl group (said substituent is hydroxy group , 
methoxy group , ethoxy group , t-butoxy group , benzyloxy 
group , methoxy methoxy group , C<sub>l</sub> 
-C<sub>5</sub> alkanoyl oxy methoxy group , 
C<sub>Wsub> -C<sub>12</sub>alkanoyl oxy group , 
C<sub>3</sub> -C<sub>6</sub> cycloalkyl carbonyl oxy 
group , benzoyl oxy group , C<sub>l</sub> -C<sub>4</sub> 
alkoxy carbonyl oxy group or benzyloxycarbonyl oxy 
group . ) 

1 3) R<sup>3</sup> , compound , where 2 position are 
optionally substitutable 4, 5, 6, 7-tetrahydro thieno [3 and 2 
-c ] pyridine -5-yl group (said substituent is hydroxy group , 
pivaloyl oxy methoxy group , C<sub>2</sub> 
-C<sub>10</sub>alkanoyl oxy group or C<sub>l</sub> 
-C<sub>4</sub> alkoxy carbonyl oxy group . ) 

14) R<sup>3</sup> , 4, 5, 6 and 7 -tetrahydro thieno where 2 
position are substituted the compound , which is a [3 and 2 
-c ] pyridine -5-yl group (said substituent is hydroxy group , 
pivaloyl oxy methoxy group , C<sub>2</sub> 
-C<sub>6</sub> alkanoyl oxy group or C<sub>l</sub> 
-C<sub>4</sub> alkoxy carbonyl oxy group . ) 

15) R<sup>l</sup> , with phenyl group (said substituent is 
methyl group , ethyl group , halogen atom , fluoro substitution 
-methyl group , methoxy group , ethoxy group , fluoro 
substitution -methoxy group , cyano group or nitro group . ) 
which is substituted, R<sup>2</sup> ,with hydrogen atom , 
carboxyl , C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl 
group or optionally substitutable , C<sub>2</sub> 
-C<sub>4</sub> alkanoyl group or C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl group (said substituent 
is fluorine atom , chlorine atom , hydroxy group , methoxy 
group , ethoxy group or cyano group . ), R<sup>3</sup> , 
compound , where 2 position are optionally substitutable 4, S, 
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C,-C4 7;Ua+vS.C, -C4 T;H3+v^h+v 
».C, -C5 TJli3y>()l.t^i^/h^iy&. 

+^>S. -^'^^u. :7;u;j-nSL<li^n 
□ T'Sfe3^^^rtckL^K>y>r;^:l-4•v». c, 
-C4 7;^3:tv:tl;^7^:-;^?^4^vSXliy^ 



16)R' A<.1igS^*lfc:7i-;uS(SSSS*l±. 

+v». v7ySXIi-hDa-Cfe^o )T'fcV. 
A<.7X^lS^-.*JU;rC^v».C, -C4 7;ua 

C2 -C4 7;u*y-r;uSgL<(i C3 -C6 v^7P7 

Tl^Tt<fel^ 4,5,6,7-xh^tKD9^xy[3,2-c]e 

Uv>.5->r;u»(KS^»ii.7KK».c, -C4 

7;H]+vS.C, -C4 7;U=!:^^v>h+v».C, 

-C5 7;u:^>'^;u^^v>h4^va.>^;u.yh 
L>K>i;;u:i-:^i.S. C, -C,8 7VU*/-f ;U:i-+ 

vft.Cs -C6 v^7P7;u^;u*;u7t-:-;u:t+v 
a. >^;i/. 7«h^v. 7?;u:j-PgL<li^PPT: 
S^$^^TtJ:L^^>v^-r;^:r+v«.c, -C4 
7JU:3:tv^;U7f:- ;u;t-^vSXIi>^;u. >h 
7;U:tPeL<li^7PPT'Mjft$nT*,J: 



I7)R' ?!)<S^5=tifc:?x- » 
^II^3iii^m)S^T*fc^o)r*fcy.R' 
C, -C2 7;u:3:^v:ti;U7f:-;i.ax(iMjS^tiT 
i^Ttcfct>.C2 -C4 7;u*>'-r;u*SL<ii C3 
-Ce v^P7;u^yu:b;U7K-;uS(KSjS»li, 

KP^xy[3,2-c]eUv>-5->f ;ua(i^S^S 
a.>h4v>h^v».c,-C5 7;u*-/-f;u:t+ 
y>r;u^+vS.C3 -Ce v^7P7;^+J^:tl;^7^: 



6, 7-tetrahydro thieno [3 and 2 -c ] pyridine -5-yl group (said 
substituent with hydroxy group , 
C<sub>l</sub>-C<sub>4</sub> alkoxy group , 
C<sub>l</sub> -C<sub>4</sub> alkoxy methoxy group , 
C<sub> 1 </sub> -C<sub>5</sub> alkanoyl oxy methoxy 
group , methyl , methoxy , fluoro or chloro with optionally 
substitutable benzyloxy group , C<sub>l</sub> 
-C<sub>18</sub>alkanoyl oxy group , C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl oxy group , methyl , 
methoxy , fluoro or chloro is optionally substitutable 
benzyloxycarbonyl oxy group with optionally substitutable 
benzoyl oxy group , C<sub>l</sub> -C<sub>4</sub> alkoxy 
carbonyl oxy group or methyl , methoxy , fluoro or chloro . ) 

16) R<sup>l</sup> , with phenyl group (said substituent is 
fluorine atom , chlorine atom , bromine atom , trifluoromethyl 
group , difluoro methoxy group , uifluoromethoxy group , 
cyano group or nitro group , ) which is substituted, 
R<sup>2</sup> ,with hydrogen atom , carboxyl , 
C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl group or 
optionally substiuitable , C<sub>2</sub> -C<sub>4</sub> 
alkanoyl group or C<sub>3</sub> -C<sub>6</sub> 
cycloalkyl carbonyl group (said substituent is fluorine atom , 
chlorine atom , hydroxy group , methoxy group , ethoxy 
group or cyano group . ), R<sup>3</sup> , compound , where 
2 position are optionally substitutable 4, 5, 6, 7-tetrahydro 
thieno [3 and 2 -c ] pyridine -5-yl group (said substituent with 
hydroxy group , C<sub>l</sub> -C<sub>4</sub> alkoxy 
group , C<sub>l</sub> -C<sub>4</sub> alkoxy methoxy 
group , C<sub>l</sub> -C<sub>5</sub> alkanoyl oxy 
methoxy group , methyl , methoxy , fluoro or chloro with 
optionally substitutable benzyloxy group , C<sub>l</sub> 
-C<sub>18</sub>alkanoyl oxy group , C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl oxy group , methyl , 
methoxy , fluoro or chloro is optionally substitutable 
benzyloxycarbonyl oxy group with optionally substitutable 
benzoyl oxy group , C<sub>l</sub> -C<sulP*4</sub> alkoxy 
carbonyl oxy group or methyl , methoxy , fluoro or chloro . ) 

1 7) With phenyl group (said substituent is fluorine atom or 
chlorine atom . ) where R<sup>l</sup> is substituted, 
R<sup>2</sup> , with C<sub>l</sub> -C<sub>2</sub> 
alkoxy carbonyl group or optionally substitutable , 
C<sub>2</sub> -C<sub>4</sub> alkanoyl group or 
C<sub>3</sub> -C<sub>6</sub> cycloalkyl carbonyl group 
(said substituent is fluorine atom or chlorine atom . ), 
R<sup>3</sup> , compound , where 2 position are optionally 
substitutable 4, 5, 6, 7-tetrahydro thieno [3 and 2 -c ] pyridine 
-5-yl group (said substituent is hydroxy group , methoxy 
group , ethoxy group , t-butoxy group , methoxy methoxy 
group , C<sub>l</sub> -C<sub>5</sub> alkanoyl oxy 
methoxy group , benzyloxy group , C<sub>l</sub> 
-C<sub>12</sub>alkanoyl oxy group , C<sub>3</sub> 
-C<sub>6</sub> cycloalkyl carbonyl oxy group , benzoyl oxy 
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i8)R' omm^htz-px-ji^om^moim 

*<. 1 TiM 3 Tfey . R' C, -Cj Tfl^^i^-h 
;^;t^-J^aXliS^$*lTL^Tt<fcL^,C2 -C4 

UTt<J:L^ 4,5,6,7--Th7tKP5=^xy(3,2-c]tf'J 

a.C, -Cj 7;U*/'f ;u:t+v>h+va. 
>:?;U:1-+'>S, C, -C,2 7;U*>''f ;U:i-=^->S. 

;u:i-4vaxii'<>v;u7t-+v:^;u;t-:-;u;J-^ 



19) R' (DSgi$nfc7i-VUS(DmSS*0» 

1 xi± 2 x-fcy,R' ^^ii^^-^afes 

$^tTL^Tt<fcL^ 4,5,6,7-x h7 1 Ko^xy 

[3,2-c]t°'Jv>-5-f;uS(MS»«li.7KKS. 
;u7l-=^vSxi* c, -C4 7;un+v*;u7t?^;u 

20) R' (DSg^?*v/c:7x^;i.S(DM^B<DS^ 
ikmK 2. 4 Xlt 6 -^fcU. R' ^^JI^^T- 

:/pt°;u*;u7f;^;uS-efey.R' *<.2 <4*<s 

4,5,6,7-Th7tKD^X>'[3,2-c]eyi? 

>-5-'f';uS(tefi^»lt, 7KKSs f/N*p<';u;l- 

[0023] 

R1<;H(R2)-R3 (I) 



group , C<sub> 1 </sub> -C<sub>4</sub> alkoxy carbonyl 
oxy group or benzyloxycarbonyl oxy group . ) 

1 8) number of substituents of phenyl group where 
R<sup>l</sup> is substituted, with 1 to 3 , R<sup>2</sup> , 
with C<sub>l</sub> -C<sub>2</sub> alkoxy carbonyl group 
or optionally substitu table , C<sub>2</sub> -C<sub>4</sub> 
alkanoyl group or C<sub>3</sub> -C<sub>6</sub> 
cycloalky] carbonyl group (said substituent is fluorine atom or 
chlorine atom . ), the R<sup>3</sup> , compound , where 2 
position are optionally substitutable 4, 5, 6, 7-tetrahydro 
thieno [3 and 2 -c ] pyridine -5-yl group (said substituent is 
hydroxy group , methoxy group , ethoxy group , t-butoxy 
group , methoxy methoxy group , C<sub>l</sub> 
-C<sub>5</sub> alkanoyl oxy methoxy group , benzyloxy 
group , C<sub>l</sub> -C<sub>12</sub>alkanoyl oxy 
group , C<sub>3</sub> -C<sub>6</sub> cycloalkyl carbonyl 
oxy group , benzoyl oxy group , C<sub>l</sub> 
-C<sub>4</sub> alkoxy carbonyl oxy group or 
benzyloxycarbonyl oxy group . ) 

19) number of substituents of phenyl group where 
R<sup>l</sup> is substituted, with 1 or 2 , R<sup>2</sup> , 
with fluorine atom with optionally substitutable , acetyl , 
propanoyl , isobutyryl , cyclopropyl carbonyl or cyclobutyl 
carbonyl group , the R<sup>3</sup> , compound , where 2 
position are optionally substitutable 4, 5, 6, 7-tetrahydro 
thieno [3 and 2 -c ] pyridine -5-yl group (said substituent is 
hydroxy group , pivaloyl oxy methoxy group , 
C<sub>2</sub>-C<sub>10</sub>alkanoyl oxy group or 
C<sub>l</sub> -C<sub>4</sub> alkoxy carbonyl oxy 
group . ) 

20) substituted position of substituent of phenyl group where 
R<sup>l</sup> issubstituted, with 2, 4 or 6, 
R<sup>2</sup> , with optionally substitutable , propanoyl or 
cyclopropyl carbonyl group ,R<sup>3</sup> , 4, 5, 6 and 7 
-tetrahydro thieno where 2 position are substituted 
canincrease compound , which is a [3 and 2 -c ] pyridine -5-yl 
group (said substituent is hydroxy group , pivaloyl oxy 
methoxy group , C<sub>2</sub> -C<sub>6</sub> alkanoyl 
oxy group or C<sub>l</sub> -C<sub>4</sub> alkoxy 
carbonyl oxy group . ) with fluorine atom . 

It is possible to illustrate compound of Table 1 below 
concretelyas preferred compound in General Formula (1 ). 

[0023] 

[Chemical Formula 4] 



[0024] 



[0024] 
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2-Cl-Ph c-PiCO 2-OH-TTPy 

2 2.F.PhProp2-OH-TTPy 

3 2-F.Ph c-PrCO 2-OH-TTPy 

4 2-F-Ph c-PrCO 2-AcO-TTPy 

5 2.F-Ph c-PrCO 2-Prop-O-TTPy 

6 2-F-Ph c-PrCO 2-Bur-O-TTPy 

7 2-F-Ph c-PrCO 2-Piv-O-TTPy . 

8 2-F-Ph c-PrCO 2-Var-O-TTPy 

9 2-F-Ph c-PrCO 2-Hxn-O-TTPy 

10 2-F-Ph c-PrCO 2-Nnn-O-TTPy 

1 1 2-F-Ph c-PiCO 2-Dcn-O-TTPy 

12 2-F-Ph c-PrCO 2-Plt-O-TTPy 

13 2-F-Ph c-PrCO 2-Bnz-O-TTPy 

14 2-F-Ph c-PiCO 2-(t-BuOCOO)-TTPy 

15 2-F-Ph c-PrCO 2-(t-BuO)-TTPy 

1 6 2-F-Ph c-PrCO 2-Bn-O-TTPy 

17 2-F-Ph c-PrCO 2-lVleOCH20-TTPy 

1 8 2-F-Ph c-PiCO 2-Piv-OCH20-TTPy 

19 2-F-Ph c-PiCO 2-(i-Bur-0)-TTPy 

20 2-F-Ph c-PiCO 2-MeO-TTPy 

21 2-F.Ph c-PiCO 2-EtO-TTPy 

22 2-F-Ph c-PrCO 2.Lar-0-TTPy 

23 2.F-Ph c-PrCO 2-c-HxCO-O-TTPy 

24 2-F-Ph c-PiCO 2-lVleOCO-O-TTPy 

25 2-F-Ph c-PrCO 2-EtOCO-O-TTPy 

26 2-F-Ph c-PiCO 2-BnOCO-O-TTPy 

27 2-Cl-Ph c-PrCO 2-oxo-HTPy 

28 2-F-Ph Prop 2-oxo-HTPy 

29 2-F-Ph c-PiCO 2-oxo-HTPy 

30 2-F-Ph Prop 2-AcO-TTPy 



1998-11-24 

[Table 1] 

XXXXXXXXXXXXXXXXXXXXXXXXXX 
XXXXXXXXXX compound number R<sup>l</sup> 
R<sup>2<ysup> R<sup>3</sup> 

XXXXXXXXXXXXXXXXXXXXXXXXXX 
X X X X X X X X X X 12 -Cl-Ph c-PrCO 2- OH-TTPy 

22 -F-Ph Prop 2- OH-TTPy 

32 -F-Ph c-PrCO 2- OH-TTPy 

42 -F-Ph c-PrCO 2- AcO-TTPy 

52 -F-Ph c-PrCO 2- Pro p- 0-TTPy 

62 -F-Ph c-PrCO 2- Bur-O-TTPy 

72 -F-Ph c-PrCO 2- Piv-O-TTPy 

82 -F-Ph c-PrCO 2- Var-O-TTPy 

92 -F-Ph c-PrCO 2- Hxn-O-TTPy 

102 -F-Ph c-PrCO 2- Nnn-O-TTPy 

1 12 -F-Ph c-PrCO 2- Dcn-O-TTPy 

122 -F-Ph c-PiCO 2- Plt-0-TTPy 

132 -F-Ph c-PrCO 2- Bnz-O-TTPy 

142 -F-Ph c-PrCO 2- (t-BuOCOO ) -TTPy 

1 52 -F-Ph c-PrCO 2- (t-BuO ) -TTPy 

1 62 -F-Ph c-PrCO 2- Bn-O-TTPy 

1 72 -F-Ph c-PrCO 2- MeOCH<sub>2</sub>0-TTPy 

182 -F-Ph c-PrCO 2- Piv-OCH<sub>2</sub>0-TTPy 

192 -F-Ph c-PiCO 2- (i- Bur-0 ) -TTPy 

202 -F-Ph c-PrCO 2- MeO-TTPy 

212 -F-Ph c-PrCO 2- EtO-TTPy 

222 -F-Ph c-PrCO 2- Lar-O-TTPy 

232 -F-Ph c-PiCO 2- c-HxCO-O-TTPy 

242 -F-Ph c-PrCO 2- MeOCO-O-TTPy 

252 -F-Ph c-PrCO 2- EtOCO-O-TTPy 

262 -F-Ph c-PrCO 2- BnOCO-O-TTPy 

272 -Cl-Ph c-PiCO 2- oxo-HTPy 

282 -F-Ph Prop 2- oxo-HTPy 

292 -F-Ph c-PrCO 2- oxo-HTPy 

302 -F-Ph Prop 2- AcO-TTPy 
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31 2-F-Ph Prop 2-Prop-O-TTPy 

32 2-F-Ph Prop 2-Bur-O-TTPy 

33 2-F-Ph Prop 2-Piv-O-TTPy 

34 2-F-Ph Prop 2-Var-O-TTPy 

35 2-F-Ph Prop 2.Hxn-0-TTPy 

36 2-F-Ph Prop 2-MeOCO-O-TTPy 

37 2-F-Ph Prop 2-EtOCO-O-TTPy 

38 2-F-Ph Prop 2-(t-BuOCOO)-TTPy 

39 2-F-Ph Prop 2-Biiz-O-TTPy 

40 2-Cl-Ph c-PrCO 2-AcO-TTPy 

41 2-Cl-Ph c-PrCO 2-Prop-O-TTPy 

42 2-Cl-Ph c-PrCO 2-Bur-O-TTPy 

43 2-Cl-Ph c-PrCO 2.Piv.0-TTPy 

44 2-Cl-Ph c-PrCO 2-Var-O-TTPy 

45 2-Cl-Ph c-PrCO 2-Hxn-O-TTPy 

46 2-Cl-Ph c-PrCO 2-MeOCO-O-TTPy 

47 2-CI-Ph c-PrCO 2-EtOCO-O-TTPy 

48 2-Cl-Ph c-PiCO 2-(t-BuOCOO)-TTPy 

49 2-Cl-Ph c-PiCO 2-Bnz-O-TTPy 

50 2-F-Ph 2-F-c-PrCO 2-Prop-O-TTPy 

51 2.F-Ph 2-F-c-PrCO 2-OH-tTPy 

52 2-F-Ph 2-F-c.PrCO 2-oxo-HTPy 

53 2-F-Ph 2-F-c-PrCO 2-AcO-TTPy 

54 2-F-Ph 2.F-c-PrC0 2-Bur-O-TTPy 

55 2-F-Ph 2-F-c-PrCO 2-Piv-O-TTPy 

56 2.F-Ph 2-F-c-PrCO 2-Piv-OCH2-0-TTPy 

57 2-Cl-Ph 2-F-c-PtCO 2-OH-TTPy 

58 2.C1-Ph 2-F-c-PrCO 2-oxo-HTPy 

59 2-Cl-Ph 2-F-c-PrCO 2-AcO-TTPy 

60 2-Cl-Ph 2-F-c-PrCO 2-BurO-TTPy 

61 2-Cl-Ph 2-F-c-PrCO 2.Piv-0-TTPy . 

62 2-Cl-Ph 2-F-c-PrCO 2-Piv-OCH2-0-TTPy 

63 2-F-Ph 2,2-diF-c-PrCO 2-OH-TTPy 

64 2-F-Ph 2,2-diF-c-PrCO 2-oxo-HTPy 

65 2-F-Ph 2,2.diF-c-PrCO 2-AcO-TTPy 



3 1 2 -F-Ph Prop 2- Pro p- 0-TTPy 

322 -F-Ph Prop 2- Bur-O-TTPy 

332 -F-Ph Prop 2- Piv-O-TTPy 

342 -F-Ph Prop 2- Var-O-TTPy 

352 -F-Ph Prop 2- Hxn-O-TTPy 

362 -F-Ph Prop 2- MeOCO-O-TTPy 

372 -F-Ph Prop 2- EtOCO-O-TTPy 

382 -F-Ph Prop 2- (t-BuOCOO ) -TTPy 

392 -F-Ph Prop 2- Bnz-O-TTPy 

402 -Cl-Ph c-PrCO 2- AcO-TTPy 

412 -Cl-Ph c-PiCO 2- Pro p- 0-TTPy 

422 -Cl-Ph c-PrCO 2- Bur-O-TTPy 

432 -Cl-Ph c-PrCO 2- Piv-O-TTPy 

442 -Cl-Ph c-PrCO 2- Var-O-TTPy 

452 -Cl-Ph c-PrCO 2- Hxn-O-TTPy 

462 -Cl-Ph c-PiCO 2- MeOCO-O-TTPy 

472 -Cl-Ph c-PrCO 2- EtOCO-O-TTPy 

482 -Cl-Ph c-PrCO 2- (t-BuOCOO ) -TTPy 

492 -Cl-Ph c-PrCO 2- Bnz-O-TTPy 

502 -F-Ph 2- F-c-PrCO 2- Pro p- 0-TTPy 

512 -F-Ph 2- F-c-PrCO 2- OH-TTPy 

522 -F-Ph 2- F-c-PrCO 2- oxo-HTPy 

532 -F-Ph 2- F-c-PrCO 2- AcO-TTPy 

542 -F-Ph 2- F-c-PrCO 2- Bur-O-TTPy 

552 -F-Ph 2- F-c-PrCO 2- Piv-O-TTPy 

562 -F-Ph 2- F-c-PrCO 2- Piv-0CH<sub>2</sub>-0-TTPy 

572 -Cl-Ph 2- F-c-PrCO 2- OH-TTPy 

582 -Cl-Ph 2- F-c-PrCO 2- oxo-HTPy 

592 -Cl-Ph 2- F-c-PrCO 2- AcO-TTPy 

602 -Cl-Ph 2- F-c-PrCO 2- BurO-TTPy 

612 -Cl-Ph 2- F-c-PrCO 2- Piv-O-TTPy 

622 -Cl-Ph 2- F-c-PrCO 2- Piv-0CH<sub>2</sub>-0-TTPy 

632 -F-Ph 2, 2- diP-c-PrCO 2- OH-TTPy 

642 -F-Ph 2, 2- diF-c-PrCO 2- oxo-HTPy 

652 -F-Ph 2, 2- diF-c-PrCO 2- AcO-TTPy 
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66 2-F.Ph 2,2.diF-c-PiCO 2-Bur-O-TTPy 

67 2-F-Ph Ac 2.AcO-TTPy 

68 2-Cl-Ph Ac 2.AcO-TTPy 

69 2-CN-Ph c-PrCO 2-AcO-TTPy 

70 2-N02-Ph c-PrCO 2^AcO.TTPy 

71 2-CF3-Ph c-PrCO 2-AcO-TTPy 

72 2-OCHF2-Ph c-PrCO 2-AcO-TTPy 

73 2-OCF3-Ph c-PrCO 2-AcO-TTPy 

74 2,6-diF-Ph c-PrCO 2-AcO-TTPy 

75 2,4-diF-Ph c-PrCO 2-AcO-TTPy 

76 2-F-6.Cl-Ph c-PrCO 2-AcO-TTPy 

77 2.F-Ph c-BuCO 2.AcO-TTPy 

78 2-Cl-Ph c-BuCO 2-AcO-TTPy 

79 2-CN.Ph Prop 2-AcO-TTPy 

80 2-N02-Ph Prop 2-AcO-TTPy 

81 2-CF3-Ph Prop 2-AcO-TTPy 

82 2-OCHF2-Ph Prop 2-AcO-TTPy 

83 2-OCF3-Ph Prop 2-AcO-TTPy 

84 2,6-diF-Ph Prop 2-AcO-TTPy 

85 2,4-diF-Ph Prop 2.AcO-TTPy 

86 2-F-6-Cl-Ph Prop 2-AcO-TTPy 

87 2-F-Ph c-PenCO 2-AcO-TTPy 

88 2-Cl-Ph c-PenCO 2-AcO-TTPy 

89 2-F-Ph Bur 2-AcO-TTPy 

90 2-Cl-Ph Bur 2-AcO-TTPy 

91 2-F-Ph i-Bur 2-AcO-TTPy 

92 2-Cl-Ph i-Bur 2-AcO-TTPy 

93 2-F-Ph CH2FCO 2-AcO-TTPy 

94 2.C1-Ph CH2FCO 2-AcO-TTPy 

95 2-F-Ph CHF2CO 2-AcO-TTPy 

96 2.C1-Ph CHF2CO 2-AcO-TTPy 

97 2-F-Ph CF3CO 2-AcO-TTPy 

98 2-Cl-Ph CF3CO 2-AcO-TTPy 

99 2-F.Ph 3-F.Prop 2-AcO-TTPy 

100 2-a-Ph 3-F-Prop 2-AcO-TTPy 



662 -F-Ph 2, 2- diF-c-PrCO 2- Bur-O-TTPy 

672-F-PhAc2-AcO-TTPy 

682 -Cl-Ph Ac 2- AcO-TTPy 

692 -CN-Ph c-PiCO 2- AcO-TTPy 

702 -NO<sub>2</sub>-Ph c-PrCO 2- AcO-TTPy 

712 -CF<sub>3</sub>-Ph c-PrCO 2- AcO-TTPy 

722 -0CHF<sub>2</sub>-Ph c-PrCO 2- AcO-TTPy 

732 -0CF<sub>3</sub>-Ph c-PrCO 2- AcO-TTPy 

74 2, 6 -diF-Ph c-PrCO 2- AcO-TTPy 

75 2, 4 -diF-Ph c-PrCO 2- AcO-TTPy 
762 -F-6-Cl-Ph c-PiCO 2- AcO-TTPy 
772 -F-Ph c-BuCO 2- AcO-TTPy 
782 -Cl-Ph c-BuCO 2- AcO-TTPy 
792 -CN-Ph Prop 2- AcO-TTPy 

802 -NO<sub>2</sub>-Ph Prop 2- AcO-TTPy 
812 -CF<sub>3</sub>-Ph Prop 2- AcO-TTPy 
822 -0CHF<sub>2</sub>-Ph Prop 2- AcO-TTPy 
832 -0CF<sub>3</sub>-Ph Prop 2- AcO-TTPy 

84 2, 6 -diF-Ph Prop 2- AcO-TTPy 

85 2, 4 -diF-Ph Prop 2- AcO-TTPy 
862 -F-6-Cl-Ph Prop 2- AcO-TTPy 
872 -F-Ph c-PenCO 2- AcO-TTPy 
882 -Cl-Ph c-PenCO 2- AcO-TTPy 
892 -F-Ph Bur 2- AcO-TTPy 

902 -Cl-Ph Bur 2- AcO-TTPy 

912 -F-Ph i- Bur 2- AcO-TTPy 

922 -Cl-Ph i- Bur 2- AcO-TTPy 

932 -F-Ph CH<sub>2</sub>FC0 2- AcO-TTPy 

942 -Cl-Ph CH<sub>2</sub>FC0 2- AcO-TTPy 

952 -F-Ph CHF <sub>2</sub>C0 2- AcO-TTPy 

962 -Cl-Ph CHF <sub>2</sub>C0 2- AcO-TTPy 

972 -F-Ph CF<sub>3</sub>C0 2- AcO-TTPy 

982 -Cl-Ph CF<sub>3</sub>C0 2- AcO-TTPy 

992 -F-Ph 3- F-Prop 2- AcO-TTPy 

1,002 -Cl-Ph 3- F-Prop 2- AcO-TTPy 
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10) 2-F-Ph CH2CICO 2-AcO-TTPy 

102 2.C1-Ph CH2CICO 2-AcO-TTPy 

103 2-F-Ph 3-CI-Prop 2-AcO-TTPy 

104 2-Cl-Ph 3-Cl-Prop 2-AcO-TTPy 

105 2.F.Ph MeOCHzCO 2-AcO-TTPy 

106 2-Cl-Ph MeOCHzCO 2-AcO-TTPy 

107 2-F>Ph NCCH2CO 2-AcO-TTPy 

108 2-Cl-Ph NCCH2CO 2-AcO-TTPy 

109 2-F.Ph EtOCH2CO 2-AcO-TTPy 

1 10 2-Cl-Ph EtOCH2CO 2-AcO-TTPy 

1 1 1 2-F.Ph i-Bur 2-Piv-OCH20-TTPy 

1 12 2-F-Ph i-Bur 2-Prop-O-TTPy 

113 2-F-Ph i-Bur 2-EtOCO-O-TTPy 

1 14 2-F-Ph c-BuCO 2-Piv-OCH20-TTPy 

115 2-F-Ph c-BuCO 2-Prop-O-TTPy 

1 16 2-F-Ph c-BuCO 2-EtOCO-O-TTPy 

117 2-C]-PhH2-OH-TTPy 

118 2-Cl-PhH2-oxo-HTPy 

119 2-Cl-PhH2-AcO-TTPy 

120 2-Cl-Ph H 2-Prop-O-TTPy 

121 2-Cl-Ph H 2-Bur-O.TTPy 

122 2-Cl-Ph H 2-MeOCO-O-TTPy 

123 2-Cl-Ph H 2-EtOCO-O-TTPy 

124 2-Cl-Ph HO2C 2-OH-TTPy 

125 2-Cl-Ph HO2C 2-oxo-HTPy 

1 26 2-Cl-Ph HO2C 2- AcO-TTPy 

127 2-Cl-Ph HO2C 2-Prop-O-TTPy 

128 2-Cl-Ph HO2C 2-Bur-O-TTPy 

129 2.C1-Ph HO2C 2-Piv-O-TTPy 

130 2-Cl-Ph HO2C 2-Var-O-TTPy 

131 2-Cl-Ph HO2C 2-MeOCO-O-TTPy 

132 2-Cl-Ph HO2C 2-EtOCO-O-TTPy 

133 2-Ci-Ph HO2C 2-(t-BuOCOO)-TTPy 

134 2-Cl-Ph HO2C 2-Bnz-O-TTPy 

135 2-Cl-Ph Me02C 2-OH-TTPy 



1,012 -F-Ph CH<sub>2</sub>ClC0 2- AcO-TTPy 

1,022 -Cl-Ph CH<sub>2</sub>ClC0 2- AcO-TTPy 

1,032 -F-Ph 3- Cl-Prop 2- AcO-TTPy 

1,042 -Cl-Ph 3- Cl-Prop 2- AcO-TTPy 

1,052 -F-Ph MeOCH<sub>2</sub>CO 2- AcO-TTPy 

1,062 -Cl-Ph MeOCH<sub>2</sub>CO 2- AcO-TTPy 

1,072 -F-Ph NCCH<sub>2</sub>C0 2- AcO-TTPy 

1,082 -Cl-Ph NCCH<sub>2</sub>C0 2- AcO-TTPy 

1,092 -F-Ph EtOCH<sub>2</sub>CO 2- AcO-TTPy 

1,102 -Cl-Ph EtOCH<sub>2</sub>CO 2- AcO-TTPy 

1,112 -F-Ph i- Bur 2- Piv-0CH<sub>2</sub>0-TTPy 

1,122 -F-Ph i- Bur 2- Pro p- 0-TTPy 

1,132 -F-Ph i- Bur 2- EtOCO-O-TTPy 

1,142 -F-Ph c-BuCO 2- Piv-0CH<sub>2</sub>0-TTPy 

1,152 -F-Ph c-BuCO 2- Pro p- 0-TTPy 

1 , 1 62 -F-Ph c-BuCO 2- EtOCO-O-TTPy 

1,172 -Cl-Ph H 2- OH-TTPy 

1,182 -Cl-PhH2-oxo-HTPy 

1,192 -Cl-Ph H 2- AcO-TTPy 

1 ,202 -Cl-Ph H 2- Pro p- 0-TTPy 

1,212 -Cl-Ph H 2- Bur-O-TTPy 

1,222 -Cl-Ph H 2- MeOCO-O-TTPy 

1,232 -Cl-Ph H 2- EtOCO-O-TTPy 

1,242 -Cl-Ph H0<sub>2</sub>C 2- OH-TTPy 

1,252 -Cl-Ph H0<sub>2</sub>C 2- oxo-HTPy 

1,262 -Cl-Ph H0<sub>2</sub>C 2- AcO-TTPy 

1,272 -Cl-Ph H0<sub>2</sub>C 2- Pro p- 0-TTPy 

1,282 -Cl-Ph H0<sub>2</sub>C 2- Bur-O-TTPy 

1.292 -Cl-Ph H0<sub>2</sub>C 2- Piv-O-TTPy 

1,302 -Cl-Ph H0<sub>2</sub>C 2- Var-O-TTPy 

1,312 -Cl-Ph H0<sub>2</sub>C 2- MeOCO-O-TTPy 

1,322 -Cl-Ph H0<sub>2</sub>C 2- EtOCO-O-TTPy 

1,332 -Cl-Ph H0<sub>2</sub>C 2- (t-BuOCOO ) -TTPy 

1,342 -Cl-Ph H0<sub>2</sub>C 2- Bnz-O-TTPy 

1 ,352 -Cl-Ph MeO<sub>2</sub>C 2- OH-TTPy 
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136 2-CI-Ph MeOjC 2-oxo-HTPy 

137 2-Cl-Ph MeOjC 2-AcO-TTPy 

138 2-Cl-Ph MeOzC 2-Prop-O-TTPy 

139 2-Cl-Ph MeOzC 2-Bur-O-TTPy 

140 2-Cl-Ph MeOjC 2-Piv-O-TTPy 

141 2-Cl-Ph MeOjC 2-Var-O-TTPy 

142 2-Cl-Ph MeOzC 2-Hxn-O-TTPy 

143 2-ei-Ph MeOjC 2-MeOCO-O-TTPy 

144 2-Cl-Ph MeOzC 2-EtOCO-O-TTPy 

145 2-CI-Ph MeOjC 2-(t.BuOCOO)-TTPy 

146 2-Cl-Ph MeOjC 2-Bnz-O-TTPy 

147 2-Cl-Ph EtOjC 2-OH-TTPy 

148 2-Cl-Ph EtOzC 2-oxo-HTPy 

149 2-Cl-Ph EtOzC 2-AcO.TtPy 

1 50 2-Cl-Ph EtOjC 2-Prop-O-TTPy 

151 2-a-Ph EtOjC 2-Bur-O-TTPy 

152 2-CI-Ph EtOzC 2-Piv-O-TTPy 

153 2-Cl-Ph EtOaC 2-Var-O-TTPy 

154 2.C1-Ph EtOiC 2-MeOCO-O-TTPy 

155 2-Cl-Ph Et02C 2-EtOCO-O-TTPy 

156 2-Cl-Ph EtOjC 2-(t-BuOCOO)-TTPy 

157 2-Cl-Ph EtOaC 2-Bnz-O-TTPy 

158 2-F-Ph H 2-OH-TTPy 

159 2>F-PhH2-oxo-HTPy 

160 2-F-Ph H 2-AcO-TTPy 

1 6 1 2-F-Ph H 2-Prop-O-TTPy 

162 2-F-Ph H 2-Bur.O-TTPy 

163 2-F.PhH2-Piv-0-TTPy 

164 2-F-Ph H 2-Var-O.TTPy 

165 2-F.Ph H 2-Hxn-O-TTPy 

1 66 2-F-Ph H 2-MeOCO-O-TTPy 

167 2-F-Ph H 2-EiOCO-O-TTPy 

168 2-F-Ph H 2-(t-BuOCOO)-TTPy 

169 2-F-Ph H 2-Bnz-O-TTPy 

170 2-F-Ph HO2C 2-OH-TTPy 



1,362 -Cl-Ph MeO<sub>2</sub>C 2- oxo-HTPy 

1,372 -Cl-Ph MeO<sub>2</sub>C 2- AcO-TTPy 

1,382 -Cl-Ph MeO<sub>2</sub>C 2- Pro p- 0-TTPy 

1,392 -Cl-Ph MeO<sub>2</sub>C 2- Bur-O-TTPy 

1,402 -Cl-Ph MeO<sub>2</sub>C 2- Piv-O-TTPy 

1,412 -Cl-Ph MeO<sub>2</sub>C 2- Var-O-TTPy 

1,422 -Cl-Ph MeO<sub>2</sub>C 2- Hxn-O-TTPy 

1,432 -Cl-Ph MeO<sub>2</sub>C 2- MeOCO-O-TTPy 

1,442 -Cl-Ph MeO<sub>2</sub>C 2- EtOCO-O-TTPy 

1,452 -Cl-Ph MeO<sub>2</sub>C 2- (t-BuOCOO ) -TTPy 

1,462 -Cl-Ph MeO<sub>2</sub>C 2- Bnz-O-TTPy 

1 ,472 -Cl-Ph EtO<sub>2</sub>C 2- OH-TTPy 

1,482 -Cl-Ph EtO<sub>2</sub>C 2- oxo-HTPy 

1 ,492 -Cl-Ph EtO<sub>2</sub>C 2- AcO-TTPy 

1,502 -Cl-Ph EtO<sub>2</sub>C 2- Pro p- 0-TTPy 

1,512 -Cl-Ph EtO<sub>2</sub>C 2- Bur-O-TTPy 

1,522 -Cl-Ph EtO<sub>2</sub>C 2- Piv-O-TTPy 

1,532 -Cl-Ph EtO<sub>2</sub>C 2- Var-O-TTPy 

1,542 -Cl-Ph EtO<sub>2</sub>C 2- MeOCO-O-TTPy 

1,552 -Cl-Ph EtO<sub>2</sub>C 2- EtOCO-O-TTPy 

1,562 -Cl-Ph EtO<sub>2</sub>C 2- (t-BuOCOO ) -TTPy 

1,572 -Cl-Ph EtO<sub>2</sub>C 2- Bnz-O-TTPy 

1,582 -F-PhH2- OH-TTPy 

1,592 -F-PhH2- oxo-HTPy 

1,602 -F-Ph H 2- AcO-TTPy 

1 ,61 2 -F-Ph H 2- Pro p- 0-TTPy 

1 ,622 -F-Ph H 2- Bur-O-TTPy 

1 ,632 -F-Ph H 2- Piv-O-TTPy 

1,642 -F-Ph H 2- Var-O-TTPy 

1,652 -F-Ph H 2- Hxn-O-TTPy 

1,662 -F-Ph H 2- MeOCO-O-TTPy 

1,672 -F-Ph H 2- EtOCO-O-TTPy 

1 ,682 -F-Ph H 2- (t-BuOCOO ) -TTPy 

1,692 -F-Ph .H 2- Bnz-O-TTPy 

1,702 -F-Ph H0<sub>2</sub>C 2- OH-TTPy 
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171 2.F-Ph HO2C 2-oxo-HTPy 

172 2-F-Ph HO2C 2-AcO-TTPy 

173 2-F-Ph HO2C 2.Prop-0-TTPy 

174 2-F-Ph HO2C 2-Bur-O-TTPy 

175 2-F-Ph HO2C 2-Piv-O-TTPy 

1 76 2-F-Ph HO2C 2-Var-O-TTPy 

177 2-F-Ph HO2C 2-MeOCH20-TTPy 

178 2.F-Ph HO2C 2-P!v-OCH20-TTPy 

179 2.F-Ph HO2C 2-(i.Bur.0)-TTPy 

180 2-F-Ph HO2C 2.MeO-TTPy 

181 2-F-Ph HO2C 2-EtO-TTPy 

182 2-F-Ph HO2C 2.MeOCO-0-TTPy 

183 2-F-Ph HO2C 2-EtOCO-O-TTPy 

184 2-F-Ph HO2C 2-BnOCO-O-TTPy 

185 2-F-Ph MeOzC 2-OH-TTPy 

186 2.F-Ph MeOzC 2-oxo-HTPy 

187 2-F-Ph Me02C 2-AcOCH20-TTPy 

188 2-F-Ph Me02C 2-AcO-TTPy 

189 2-F-Ph MeOjC 2-Prop-O-TTPy 

190 2-F-Ph MeOzC 2-Bur-O-TTPy 

191 2-F-Ph MeOjC 2-Piv-O-TTPy 

192 2-F-Ph MeOjC 2-Var-O-TTPy 

193 2-F-Ph MeOzC 2-Hxn-.0-TTPy 

1 94 2-F-Ph MeOjC 2-Nnn-O.TTPy 

195 2-F-Ph Me02C 2-Dcn-O-TTPy 

196 2-F-Ph MeOjC 2-P1t-0-TTPy 

197 2-F-Ph MeOjC 2-Bnz-O-TTPy 

198 2-F-Ph Me02C 2-(t-BuOCOO)-TTPy 

1 99 2-F-Ph MeOjC 2-(t-BuO>TTPy 

201 2-F-Ph MeOjC 2-Bn-O-TTPy 

202 2-F-Ph Me02C 2-MeOCH20-TTPy 

203 2-F-Ph Me02C 2-Piv-OCH20-TTPy 



1,712 -F-Ph H0<sub>2</sub>C 2- oxo-HTPy 
1,722 -F-Ph H0<sub>2</sub>C 2- AcO-TTPy 
1 ,732 -F-Ph H0<sub>2</sub>C 2- Pro p- 0-TTPy 

1,742 -F-Ph H0<sub>2</sub>C 2- Bur-O-TTPy 

1,752 -F-Ph H0<sub>2</sub>C 2- Piv-O-TTPy 

1,762 -F-Ph H0<sub>2</sub>C 2- Var-O-TTPy 

1,772 -F-Ph H0<sub>2</sub>C 2- 
MeOCH<sub>2</sub>0-TTPy 

1,782 -F-Ph HO<sub>2</sub>C 2- 
Piv-0CH<sub>2</sub>0-TTPy 

1,792 -F-Ph H0<sub>2</sub>C 2- (i- Bur-0 ) -TTPy 

1,802 -F-Ph H0<sub>2</sub>C 2- MeO-TTPy 

1,812 -F-Ph H0<sub>2</sub>C 2- EtO-TTPy 

1,822 -F-Ph H0<sub>2</sub>C 2- MeOCO-O-TTPy 

1,832 -F-Ph H0<sub>2</sub>C 2- EtOCO-O-TTPy 

1,842 -F-Ph H0<sub>2</sub>C 2- BnOCO-O-TTPy 

1,852 -F-Ph MeO<sub>2</sub>C 2- OH-TTPy 

1,862 -F-Ph MeO<sub>2</sub>C 2- oxo-HTPy 

1,872 -F-Ph MeO<sub>2</sub>C 2- 
AcOCH<sub>2</sub>0-TTPy 

1,882 -F-Ph MeO<sub>2</sub>C 2- AcO-TTPy 

1 ,892 -F-Ph MeO<sub>2</sub>C 2- Pro p- 0-TTPy 

1,902 -F-Ph MeO<sub>2</sub>C 2- Bur-O-TTPy 

1,912 -F-Ph MeO<sub>2</sub>C 2- Piv-O-TTPy 

1,922 -F-Ph MeO<sub>2</sub>C 2- Var-O-TTPy 

1,932 -F-Ph MeO<sub>2</sub>C 2- Hxn-O-TTPy 

1,942 -F-Ph MeO<sub>2</sub>C 2- Nnn-O-TTPy 

1.952 -F-Ph MeO<sub>2</sub>C 2- Dcn-O-TTPy 

1,962 -F-Ph MeO<sub>2</sub>C 2- PIt-O-TTPy 

1,972 -F-Ph MeO<sub>2</sub>C 2- Bnz-O-TTPy 

1 ,982 -F-Ph MeO<sub>2</sub>C 2- (t-BuOCOO ) -TTPy 

1,992 -F-Ph MeO<sub>2</sub>C 2- (t-BuO ) -TTPy 

2,012 -F-Ph MeO<sub>2</sub>C 2- Bn-O-TTPy 

2,022 -F-Ph MeO<sub>2</sub>C 2- 
MeOCH<sub>2</sub>0-TTPy 

2,032 -F-Ph MeO<sub>2</sub>C 2- 
Piv-0CH<sub>2</sub>0-TTPy 
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204 2.F-Ph MeOzC 2.{i-Bur-0)-TTPy 

205 2-F-Ph MeOjC 2-MeO-TTPy 

206 2-F-Ph Me02C 2-EtO-TTPy 

207 2-F-Ph MeOzC 2-Lar-O-TTPy 

208 2.F-Ph MeOjC 2-c-HxCO-O-TTPy 

209 2-F-Ph MeOzC 2-MeOCO-O-TTPy 

210 2.F-Ph MeOjC 2-EtOCO-O-TTPy 

211 2-F-Ph MeOzC 2-BnOCO-O-TTPy 

212 2-F-Ph Et02C 2-OH-TTPy 

213 2-F-Ph Et02C 2-oxo-HTPy 

214 2-F-Ph Et02C 2-AcO-TTPy 

215 2-F-Ph EtOjC 2-Prop-O-TTPy 

216 2-F-Ph EtOjC 2-Bur-O-TTPy 

217 2-F-Ph EtOjC 2-Piv-O-TTPy 

218 2-F.Ph EtOjC 2-Var-O-TTPy 

219 2-F-Ph EtOaC 2-MeOCH20-TTPy 

220 2.F-Ph EtOzC 2-Piv-OCH20-TTPy 

221 2-F-Ph EtOzC 2-(i-Bur-0)-TTPy 

222 2-F-Ph EtOjC 2-MeO-tTPy 

223 2-F-Ph Et02C 2-EtO-TTPy 

224 2-F-Ph Et02C 2-MeOCO-O-TTPy 

225 2-F-Ph EtOzC 2-EtOCO-O-TTPy 

226 2-F-Ph EtOjC 2-BnOCO-O-TTPy 

227 2-CN-Ph H 2-AcO.TTPy 

228 2-N02-Ph H 2-AcO-TTPy 

229 2-CF3-Ph H 2-AcO-TTPy 

230 2-OCHF2-Ph H 2-AcO-TTPy 

231 2-OCF3-Ph H 2-AcO-TTPy 

232 2,6-diF-Ph H 2-AcO-TTPy 

233 2,4-diF-Ph H 2-AcO-TTPy 

234 2-CN-Ph HO2C 2-AcO-TTPy 

235 2-N02-Ph HO2C 2.AcO-TTPy 

236 2-CF3-Ph HO2C 2-AcO-TTPy 



2,042 -F-Ph MeO<sub>2</sub>C 2- (i- Bur-0 ) -TTPy 

2,052 -F-Ph MeO<sub>2</sub>C 2- MeO-TTPy 

2,062 -F-Ph MeO<sub>2</sub>C 2- EtO-TTPy 

2,072 -F-Ph MeO<sub>2</sub>C 2- Lar-O-TTPy 

2,082 -F-Ph MeO<sub>2</sub>C 2- c-HxCO-O-TTPy 

2,092 -F-Ph MeO<sub>2</sub>C 2- MeOCO-O-TTPy 

2,102 -F-Ph MeO<sub>2</sub>C 2- EtOCO-O-TTPy 

2,1 12 -F-Ph MeO<sub>2</sub>C 2- BnOCO-O-TTPy 

2,122 -F-Ph EtO<sub>2</sub>C 2- OH-TTPy 

2,132 -F-Ph EtO<sub>2</sub>C 2- oxo-HTPy 

2,142 -F-Ph EtO<sub>2</sub>C 2- AcO-TTPy 

2,152 -F-Ph EtO<sub>2</sub>C 2- Pro p- 0-TTPy 

2,162 -F-Ph EtO<sub>2</sub>C 2- Bur-O-TTPy 

2,172 -F-Ph EtO<sub>2</sub>C 2- Piv-O-TTPy 

2,182 -F-Ph EtO<sub>2</sub>C 2- Var-O-TTPy 

2,192 -F-Ph EtO<sub>2</sub>C 2- 
MeOCH<sub>2</sub>0-TTPy 

2,202 -F-Ph EtO<sub>2</sub>C 2- 
Piv-OCH<sub>2</sub>0-TTPy 

2,212 -F-Ph EtO<sub>2</sub>C 2- (i- Bur-0 ) -TTPy 

2,222 -F-Ph EtO<sub>2</sub>C 2- MeO-TTPy 

2.232 -F-Ph EtO<sub>2</sub>C 2- EtO-TTPy 

2,242 -F-Ph EtO<sub>2</sub>C 2- MeOCO-O-TTPy 

2,252 -F-Ph EtO<sub>2</sub>C 2- EtOCO-O-TTPy 

2,262 -F-Ph EtO<sub>2</sub>C 2- BnOCO-O-TTPy 

2,272 -CN-Ph H 2- AcO-TTPy 

2,282 -N0<sub>2</sub>-Ph H 2- AcO-TTPy 

2,292 -CF<sub>3</sub>-Ph H 2- AcO-TTPy 

2,302 -0CHF<sub>2</sub>-Ph H 2- AcO-TTPy 

2,312 -0CF<sub>3</sub>-Ph H 2- AcO-TTPy 

232 2, 6 -diF-Ph H 2- AcO-TTPy 

233 2. 4 -diF-Ph H 2- AcO-TTPy 

2,342 -CN-Ph H0<sub>2</sub>C 2- AcO-TTPy 

2,352 -N0<sub>2</sub>-Ph H0<sub>2</sub>C 2- 
AcO-TTPy . 

2,362 -CF<sub>3</sub>-Ph H0<sub>2</sub>C 2- 
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237 2-OCHF2-Ph HO2C 2'AcO-TTPy 

238 2-OCF3-Ph HO2C 2-AcO-TTPy 

239 2,6-diF-Ph HO2C 2-AcO-TTPy 

240 2,4-diF-Ph HO2C 2.AcO-TTPy 

241 2-F-6-a-Ph HO2C 2-Ac6-TTPy 

242 2-CN-Ph MeOjC 2-AcO-TTPy 

243 2.N02-Ph Me02C 2-AcO-TTPy 

244 2-CF3-Ph Me02C 2-AcO-TTPy 

245 2-OCHF2-Ph Me02C 2-AcO-TTPy 

246 2-OCF3-Ph Me02C 2-AcO-TTPy 

247 2,6-diF-Ph MeOjC 2.AcO-TTPy 

248 2,4-diF-Ph Me02C 2-AcO-TTPy 

249 2-F-6-Cl-Ph Me02C 2-AcO-TTPy 

250 2-CN-Ph EtOzC 2-AcO-TTPy 

251 2-N02-Ph EtOjC 2-AcO-TTPy 

252 2-CF3-Ph EtOjC 2-AcO-TTPy 

253 2-OCHF2-Ph Et02C 2-AcO-TTPy 

254 2-OCF3-Ph EtOiC 2-AcO-TTPy 

255 2,6-diF-Ph EtOjC 2.AcO-TTPy 

256 2,4-diF-Ph EtOjC 2-AcO-TTPy 

258 2-Cl-Ph H TTPy 

259 2-F-Ph H TTPy 

260 2-CN-Ph H TTPy 

261 2-N02-Ph H TTPy 

262 2-CF3-Ph H TTPy 

263 2-OCHF2-Ph H TTPy 

264 2-OCF3-Ph H TTPy 



AcO-TTPy 

2,372 -0CHF<sub>2</sub>-Ph H0<sub>2</sub>C 2- 

AcO-TTPy 

2,382 -0CF<sub>3</sub>-Ph H0<sub>2</sub>C 2- 
AcO-TTPy 

239 2, 6 -diF-Ph HO<sub>2</sub>C 2- AcO-TTPy 

240 2, 4 -diF-Ph H0<sub>2</sub>C 2- AcO-TTPy 

2,412 -F-6-Cl-Ph H0<sub>2</sub>C 2- AcO-TTPy 

2,422 -CN-Ph MeO<sub>2</sub>C 2- AcO-TTPy 

2,432 -NO<sub>2</sub>-Ph MeO<sub>2</sub>C 2- 
AcO-TTPy 

2,442 'CF<sub>3<;/sub>-Ph MeO<sub>2</sub>C 2- 
AcO-TTPy 

2,452 -0CHF<sub>2</sub>-Ph MeO<sub>2</sub>C 2- 
AcO-TTPy 

2,462 -OCF<sub>3</sub>-Ph MeO<sub>2</sub>C 2- 

AcO-TTPy 

247 2, 6 -diF-Ph MeO<sub>2</sub>C 2- AcO-TTPy 

248 2, 4 -diF-Ph MeO<sub>2</sub>C 2- AcO-TTPy 

2,492 -F-6-Cl-Ph MeO<sub>2</sub>C 2- AcO-TTPy 

2,502 -CN-Ph EtO<sub>2</sub>C 2- AcO-TTPy 

2,512 -N0<sub>2</sub>-Ph EtO<sub>2</sub>C 2- 
AcO-TTPy 

2,522 -CF<sub>3</sub>-Ph EtO<sub>2</sub>C 2- 
AcO-TTPy 

2,532 -0CHF<sub>2</sub>-Ph EtO<sub>2</sub>C 2- 
AcO-TTPy 

2,542 -0CF<sub>3</sub>-Ph EtO<sub>2</sub>C 2- 
AcO-TTPy 

255 2. 6 -diF-Ph EtO<sub>2</sub>C 2- AcO-TTPy 

256 2, 4 -diF-Ph EtO<sub>2</sub>C 2- AcO-TTPy 
2,582 -Cl-Ph HTTP y 

2,592 -F-Ph HTTP y 

2,602 -CN-Ph HTTP y 

2,612 -N0<sub>2</sub>-Ph HTTP y 

2,622 -CF<sub>3</sub>-Ph HTTP y 

2,632 -0CHF<sub>2</sub>-Ph HTTP y 

2,642 -0CF<sub>3</sub>-Ph HTTP y 
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265 2,6-diF-Ph H TTPy 265 2, 6 -diF-Ph HTTP y 

266 2,4-diF-Ph H TTPy 266 2, 4 ^iF-Ph HTTP y 

267 2-Cl-Ph HOjC TTPy 2,672 -Cl-Ph H0<sub>2</sub>CT TP y 

268 2-F-Ph HO2C TTPy 2,682 -F-Ph H0<sub>2</sub>CT TP y 

269 2-CN-Ph HO2C TTPy 2,692 -CN-Ph H0<sub>2</sub>CT TP y 

270 2-N02-Ph HO2C TTPy 2,702 -N0<sub>2</sub>-Ph H0<sub>2</sub>CT TP y 

27 1 2-CF3-Ph HO2C TTPy 2,7 1 2 -CF<sub>3</sub>-Ph H0<sub>2</sub>CT TP y 



272 2.0CHF2-Ph H02C TTPy 



2,722 -OCHFCHF 2- H02C TTPy 
273 2-OCF3-Ph H02C TTPy 



2,732 -0CF3-Ph H02C TTPy 
274 2,6-diF-Ph H02C TTPy 



274 2, 6 -diF-Ph H02C TTPy 

275 2,4-diF-Ph H02C TTPy 



275 2, 4 -diF-Ph H02C TTPy 

276 2-F-6-Cl-Ph H02C TTPy 



2,762 -F2- -Cl-Ph H02C TTPy 
277 2-Cl-Ph Me02C TTPy 



2,772 -Cl-Ph Me02C TTPy 
278 2-F-Ph Me02C TTPy 



2,782 -F2- h Me02C TTPy 
279 2-CN-Ph Me02C TTPy 



2,792 -CN-Ph Me02C TTPy 
280 2-N02-Ph Me02C TTPy 



2,802 -N02-Ph Me02C TTPy 
2812-CF3-Ph Me02CTTPy 
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2,812 -CF3-Ph Me02C TTPy 
282 2-OCHF2-Ph Me02C TTPy 



2,822 -OCHFCHF 2- Me02C TTPy 
283 2-OCF3-Ph Me02C TTPy 



2,832 -0CF3-Ph Me02C TTPy 
284 2.6-diF-Ph Me02C TTPy 



284 2, 6 -diF-Ph Me02C TTPy 

285 2,4-diF-Ph Me02C TTPy 



285 2, 4 -diF-Ph Me02C TTPy 

286 2-F-6-Cl-Ph Me02C TTPy 



2,862 -F2. -Cl-Ph Me02C TTPy 
287 2-Cl-PhEt02CTTPy 



2,872 -Cl-Ph Et02C TTPy 
288 2.F-Ph Et02C TTPy 



2,882 -F2.hEt02C TTPy 
289 2-CN-PhEt02CTTPy 



2,892 -CN.Ph Et02CTTPy 
290 2-N02-Ph Et02C TTPy 



2,902 -N02-Ph Et02C TTPy 
291 2-CF3-PhEt02CTTPy 



2,912 -CF3-Ph Et02C TTPy 
292 2-OCHF2-Ph Et02C TTPy 



2,922 -OCHFCHF 2- Et02C TTPy 
293 2-OCF3-Ph Et02C TTPy 
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2,932 -0CF3-Ph Et02C TTPy 
294 2.6-diF-PhEt02CTTPy 



294 2, 6 -diF-Ph Et02C TTPy 

295 2,4-diF-Ph Et02C TTPy " 



295 2, 4 -diF-Ph Et02C TTPy 

296 2-F-6-Cl.Ph Et02C TTPy 



2,962 -F2- -Cl-Ph Et02C TTPy 
297 2-a-Ph c-PrCOTTPy 



2,972 -Cl-Ph c-PrCO TTPy 
298 2-F-Ph c-PrCO TTPy 



2,982 -F2-hc-PrC0TTPy 
299 2.CN.Ph c-PiCO TTPy 



2,992 -CN-Ph c-PrCO TTPy 
300 2-N02-Ph c-PrCO TTPy 



3,002 -N02-Ph c-PrCO TTPy 
301 2-CF3-Ph c-PrCO TTPy " 



3,012 -CF3-Ph c-PiCO TTPy 
302 2.0CHF2-Ph c-PrCO TTPy 



3,022 -OCHFCHF 2- c-PrCO TTPy 
303 2-OCF3-Ph c-PiCO TTPy 



3,032 -0CF3-Ph c-PrCO TTPy 
304 2,6-diF-Ph c-PrCO TTPy 



304 2, 6 -diF-Ph c-PrCO TTPy 

305 2,4-diF-Ph c-PrCO TTPy 
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305 2. 4 -diF-Ph c-PrCO TTPy 

306 2.F-6-Cl-Ph c-PrCO TTPy 



3,062 -F2- -Cl>Ph c-PrCO TTPy 
307 2-Cl-Ph Prop TTPy 



3.072 -Cl-Ph Prop TTPy 
308 2-F-Ph Prop TTPy 



3,082 -F2- h Prop TTPy 
309 2-CN-Ph Prop TTPy 



3,092 -CN-Ph Prop TTPy 
310 2-NO2-Ph Prop TTPy 



3,102 -N02-Ph Prop TTPy 
311 2-CF3-Ph Prop TTPy 



3,1 12 .CF3-Ph Prop TTPy 
312 2-OCHF2-Ph Prop TTPy 



3,122 -OCHFCHF 2- Prop TTPy . 
313 2-OCF3-Ph Prop TTPy 



3,132 -0CF3-Ph Prop TTPy 
314 2,6-diF-Ph Prop TTPy 



314 2,6-diF.PhPropTTPy 

315 2,4-diF-Ph Prop TTPy 



315 2, 4 -diF-Ph Prop TTPy 

316 2-F.6-Cl-Ph Prop TTPy 



3,162 -F2- -Cl-Ph Prop TTPy 



± 
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On Description chart 


In chart putting Code As for number basis below Basis is shown. 


[0025] [0025] 


Ac 




Ac 


racetyl 


Bn 






Bn . 


:benzyl 



c-Bu :v^;p^^;u 
t-Bu :t-::?^;u 

Bur::?^'j;U 



i-Bur 




i- Bur 


:isobutyryl 


Den 




Den 


:decanoyl 


Et 








Et 


:ethyl 



Bnz rbenzoyl 
c-Bu xyclobutyl 
t-Bu :t-butyl 
Bur :butyryl 



A3 



3[no] 



2 -CJpyridine - 5-yl 



c-Hx 



c-Hx 
Hxn 



Hxn 

Lar 



Lar 



Me 



rcyclohexyl 



rhexanoyl 



:lauroyl 



rmethyl 
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Nnn 






Nnn 


rnonanoyi 



c-Pen iv^D'^^f^^U 



c-Pen rcyclopentyl 



Ph 



Ph 



:phenyl 



Piv 



Piv 



:pivaloyl 



Pit 



Pit 



ipalmitoyl 



c-Pr 



: V 



c-Pr 



icyclopropyl 



Prop 



Prop 



ipropanoyl 



-C] 



pyridine - 5-yl 



Var 



Var 



:/<UU;Uo 



:valeryl . 



[0026] 

I. 2,3.4.5.6.7.8.9. 10. 11. 12. 14. 15. 
17. 18. 19.20.27.28.29. 30. 32.33.40.41. 
42. 43. 51 . 52. 53. 54. 55. 56. 57. 58. 59. 60. 

61 . 62. 63. 64. 65. 67. 68. 69. 70. 71. 72. 73. 
74. 75. 76. 79. 80. 81 . 82. 83. 84. 85. 89. 90. 
93.95. 97. 99. 135. 136. 137. 138. 145. 148. 
149. 185. 186. 188. 189. 190. 198. 203. 213. 
214. 258. 277. 278. 297. 298. 307 Rlf 308 CD 

TFitt^m^ K 2. 3. 4. 5. 6. 7. 8. 9. 10. 

I I . 14. 18. 27. 28. 29. 30. 32. 33. 40. 41 . 42. 



[0026] 

In addition, above-mentioned in the table , ideally, it is 
possible,furtherniore ideally, to increase compound of 
example compound no. 1 , 2 , 3, 4 , 5, 6 , 7, 8 , 9, 1 0, 1 1,12, 
1 4, 15, 17 J 8, 19, 20,27, 28, 29, 30, 32, 33,40,41,42,43, 
51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 67, 
68, 69, 70, 71, 72, 73, 74, 75, 76, 79, 80, 81, 82, 83, 84, 85, 
89, 90, 93, 95, 97, 99, 135, 136, 137, 138, 145, 148, 149, 185, 
186, 188, 189, 190, 198, 203, 213, 214, 258, 277, 278. 297, 
298, 307 and 308, it ispossible, especially ideally, to increase 
compound of example compound no. 1, 2 , 3, 4 , 5, 6 , 7, 8 , 9, 
1 0, 1 1, 1 4, 18,27,28,29,30,32,33,40,41,42,43,51,52, 
53, 54, 55. 56, 57, 58, 59, 60, 61, 62, 136, 137, 186, 188, 214, 
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43. 5K 52. 53. 54. 55. 56. 57. 58. 59. 60. 61. 
62. 136. 137. 186. 188. 214. 277. 278. 297. 
298.307 RlS 308 Olb^^^felf -5Ci:A<-e 

[0027] 

mypiit^^m^ 1: 2-tKP+v-5-(Qr-v^D:? 

pe;u*;u;tC-;u-2-^np^:>v;UH,5.6,7-x 

K^tKD^xy[3,2.c]e'jv>. 

mTT^it^^^^ 2: 2-tKD+->-5-(a.:?Ptf;f 
-;U-2-7'>lU;fPK>i;;u)-4,5,6,7-xh^tKP5^ 
xy[3,2-c]egv>. 

i5i)?Flb^i^S^ 3: 2-tKP^V-5-(Qf-v^P:^ 

pe;u:fa;u7f:- ji/-2-7>/u:i-p^>v;u)-4,5,6,7- 
5^h7tKP^xy[3,2-c]eUv>. 

0iJ^v^t^tlS^ 4: 2-7-th+v-5-(Qr.v^^P3^ 

pe;u^;u7p-;u-2-7;u:f p^>i;;u)-4,5,6,7- 
xh^tKP^xy[3,2-c]eUv>. 

«?v<b^tlS^5: 2.:^Pe:i-x;u:t^v-5-(a 

;UK5,6,7-xh^tKP^xy[3,2-c]e'Jv>. 
^3fx1fc^!g3S^ 6: 2-:?9^'J;U:i-+v-5-(a-v^7 

p:^pe;i/*;U7t?-ju-2-"7;u;j-p^>i; 

;UH,5,6,7-^h7tKP^xy[3,2-c]eUv>. 
iJiJ^ib^JfeS^ 7: 2.tV<P'f;U:i-+i^-5-(af- 

*>^7P:^pe;u*;u7f?-;u-2-"7;u:^-pK>i; 

;UK5,6,7.^h^tKP5^xy[3,2-c]bf'je/>. 

^S^Ib^ifelS-^ 8: 2-/\Vj>/U/f+v.5.(a-v^ 
p:^p tf ;u*;U7Kx;u-2-:7;u;J-p^>v 

;U)-4,5,6,7-Th7tKP^xy[3,2-c]e'Jv>. 
^jTfvlb^i^S-^ 9: 2-^+-9-y^;U:l-:^v-5-(a 

-v<7P::^Pt:;u*;u7H-;u-2-3?;u;fP'<>v 
;U)-4,5,6,7-^h5t:KP5^xy[3,2-c]tf'JS?>. 

^y^lb^i^S^ 14: 2-t-:;K+v:ti;i.;f:x;u:i- 
P'<>v;i/)-4.5,6,7-7^h^tKP^xy[3,2-c]e'J 

e»JjfWb^!B3S^ 18: 2-e/N*P-f;U;j-+v>h+ 

v-5-(a-i/^7P;^pe;u*;U/t^-;u-2.*7JU;rp 

^>v;U)-4.5,6,7-7'h^tKP^xy[3,2.c]tf'Jv 



^5^^b^t)S# 27: 5-(a-v^7P:?pe;u*;u 

7t:x;u.2-^ P P ^> v;U).2.:t^ V-2,4,5,6,7.7a- 
^4-9-tKP^xy[3,2-c]e'Jv>. 

^l^lb^i^S-^ 28: 5.(Q'-:?Pe;j-XJU-2-3?;U 
:i-p/<>i;;u)-2.^:^V-2,4,5,6,7,7a.'^+-y-tK 
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277, 278, 297, 298, 307 and308, it is possible to increase 
compound below. 



[0027] 

example compound no. 1 : 2- hydroxy -5- (;al -cyclopropyl 
carbonyl -2- chloro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno 
[3 and 2 -c ] pyridine , 

example compound no. 2: 2- hydroxy -5- (;al -propanoyl -2- 
fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 

pyridine , 

example compound no. 3: 2- hydroxy -5- (;al -cyclopropyl 
carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno 
[3 and 2 -c ] pyridine , 

example compound no. 4: 2- acetoxy -5- (;al -cyclopropyl 
carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno 
[3 and 2 -c ] pyridine , 

example compound no. 5: 2- propanoyl oxy -5- (;al 
-cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 6: 2- butyryl oxy -5- (;al -cyclopropyl 
carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno 
[3 and 2 -c ] pyridine , 

example compound no. 7: 2- pivaloyl oxy -5- (;al 
-cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 8: 2- valeryl oxy -5- (;al -cyclopropyl 
carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno 
[3 and 2 -c ] pyridine , 

example compound no. 9: 2- hexanoyl oxy -5- (;al 
-cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 14: 2- t-butoxycarbonyl oxy -5- (;al 
-cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 18: 2- pivaloyl oxy methoxy -5- (;al 
-cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 27: 5- (;al -cyclopropyl carbonyl -2- 
chloro benzyl ) - 2 -oxo -2, 4, 5, 6, 7, 7a-hexahydro thieno [3 
and 2 -c ] pyridine , 

example compound no. 28: 5- (;al -propanoyl -2- fluoro 
benzyl ) - 2 -oxo -2, 4, 5, 6, 7, 7a-hexahydro thieno [3 and 2 
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{5«liF^b^J^§-^ 29: 5-(a-v^7D3fDe;u*;u 
7t< - ;u -2- 7 ;u ;i- □ ^ > v ;u )-2- :t * v 

.2,4,5,6,7,7a-^4-tl"tKP5^xy[3,2-c]eUi^>. 

0i]5^1b^!^S^ 40: 2-7-tzh+v-5-(a.v^7P 
:^pe;u*;u;tC-;u-2-^'PP^>v7U)-4,5,6,7- 
i^h^tKP^xy[3,2.c]e»Jv>. 

m7f^it^^^^ 51: 2-tKP+V-5-(a-2-:7;U 

;l-Dv^D::^oe;u*;b;t<-;u-2-:7;u>)-pK> 

v;U)-4,5,6,7-Th^tKP^xy[3,2-c]eUv:/. 

mTFit-^^m^ 52: 5-(a-2-:7;u:J-Pi/^7P:;^p 
t";u*;u7f:-;u-2-7;u:*-pK>v;u)-2-:j-+v 

•2,4,5,6,7,7a-^^-9-tKP^xy[3,2-c]e'Ji/>. 
m^-it-^^S^ 53: 2.7-feh+i/-5-(a-2-"7;i/ 

v;UH,5,6,7-i'h^tKP^x>'[3,2-c]e'Jv>. 

0«]^v1b^fe)S-^ 136: 5-(a->h^v*;U;Kx;u 
.2-^PP^>v;U)-2-7t-+V-2,4,5.6,7,7a-^+-y- 
tKP^xy[3,2-c]e'Jv>. 

mTFit-^^m^ 137: 2-7-th+v-5-(a->h+ 
v*;U7fx-;U-2-'?PP^>v;U)-4,5,6,7-7'h^t 

Kp^xy[3,2-c]e'jv>. m^sit^^m^ m: 

5 -( or - y h * * ^ 1/ TtC - ; u -2 - •:7 ; I. :i- P K > 
;U )-2- -2,4,5.6,7,7a- ^ + -9-t:KPf^xy 

[3,2-c]e'Jv>. 

^J^ft^JRoS^ 188: 2.T-bh^*>-5-(Of.-?«h:^ 
v:^;U7K~^U-2-7?;U7|-P^>v;UK5.6,7-xh 
^tKP5^xy[3,2-c]e'jv>. 

<5y^F<b^!fe)S-t 277: 5-(a->h+v*;^7^;-;^ 
-2- ^ p p K > V H,5,6,7- xh^tKP^xy 
[3,2-c]eUv>. 

<5il*1b^t)§^ 278: 5-(a->h+v*i;U7t<x;u 
-2-'7;U7j-P^>v;UH,5,6,7-xh^tKP^xy 
[3,2-c]e'Jv>. 

mTT^it'B^m^ 291: 5-(a-v^7D:^pe;u*;u 

7t-:-;U-2-'?PP^>v;U)-4,5,6,7-irh^tKP^ 

xy[3,2.c]t^'Jv>. 

«^S^b^^K3S^ 298: 5-(a.v^p:/pe;u*;u 

7f:x;U.2.:7;U:*-P^>v;UH,5,6,7-Th^tKP 

^xy[3,2-c]e'Jv>. 

^«J*1b^JB3S^307: 5-(a-3fPe^-;U-2-^'P 
PK>i;;u)^,5,6,7.Th^tKP9'X>'[3,2-c]eU 

15»]5^1b&!taS-^ 308: 5-(a-::^pe;*-~;u-2-:7 
^ p K > i; ;u)^,5,6,7-T^ h ^ t K p ^ X V 
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-c ] pyridine , 

example compound no. 29: 5- (;al -cyclopropyl carbonyl -2- 
fluoro benzyl ) - 2 -oxo -2, 4, 5, 6, 7, 7a-hexahydro thieno [3 
and 2 -c ] pyridine , 

example compound no. 40: 2- acetoxy -5- (;al -cyclopropyl 
carbonyl -2- chloro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno 
[3 and 2 -c ] pyridine , 

example compound no. 51: 2- hydroxy -5- (;al - 2 -fluoro 
cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 52: 5- (;al - 2 -fluoro cyclopropyl 
carbonyl -2- fluoro benzyl ) - 2 -oxo -2, 4, 5, 6, 7, 
7a-hexahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 53: 2- acetoxy -5- (;al - 2 -fluoro 
cyclopropyl carbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 136: 5- (;al -methoxycarbonyl -2- 
chloro benzyl ) - 2 -oxo -2, 4, 5, 6, 7, 7a-hexahydro thieno [3 
and 2 -c ] pyridine , 

example compound no, 1 37: 2- acetoxy -5- {;al 
-methoxycarbonyl -2- chloro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , example compound 
no. 186: 5- (;al -methoxycarbonyl -2- fluoro benzyl ) - 2 -oxo 
-2, 4, 5, 6, 7, 7a-hexahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 1 88: 2- acetoxy -5- (;al 
-methoxycarbonyl -2- fluoro benzyl ) - 4, 5, 6 and 7 
-tetrahydro thieno [3 and 2 -c ] pyridine , 

example compound no. 277: 5- (;al -methoxycarbonyl -2- 
chloro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

example compound no. 278: 5- (;al -methoxycarbonyl -2- 
fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

example compound no. 297: 5- (;al -cyclopropyl carbonyl -2- 
chloro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 

pyridine , 

example compound no. 298: 5- (;al -cyclopropyl carbonyl -2- 
fluoro benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine , 

example compound no. 307: 5- (;al -propanoyl -2- chloro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
pyridine and 

example compound no. 308: 5- (;al -propanoyl -2- fluoro 
benzyl ) - 4, 5, 6 and 7 -tetrahydro thieno [3 and 2 -c ] 
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[3.2-c]tf'Jv>o 
[0028] 

50-46688 ^'j^m. f^gflBB 58-10583 ^<l>n. 
ggeS 59-27895 6-41 139 ^<i>m 



ho 

[0029] 

'i^A. PiSii§g:fS*;U7K+v>5^;i.'t;bP-7.:»- 
h'J^A(Dck5<f-fe;UP-7.g«tt:;77t:T=r 

BljlE(7)IKflJ5iJ;-tf^5^>;7K'je^;uePUK>;"7 



pyridine . 
[0028] 

[Embodiment of the Invention] 

compound which possesses General Formula (I ) of this 
invention is produced the method which is stated in Japan 
Unexamined Patent Publication Showa 50-46688disclosure , 
Japan Unexamined Patent Publication Showa 
58-10583disclosure , Japan Unexamined Patent Publication 
Showa 59-27895disclosure , Japan Unexamined Patent 
Publication Hei 6-4 11 39 disclosure etc or, following to 
method which resembles to that, easily. 

Because compound (I ) has arteriosclerosis development 
inhibition which issuperior, also toxicity is weak, it is useful 
arteriosclerosis therapeutic agent or prevention agent (Ideally, 
therapeutic agent ) as. 

When compound (I ) you use with such as, arteriosclerosis 
therapeutic agent or as prevention agent that itself or as 
needed that it can mix with acceptable , vehicle , diluent etc to 
pharmacological ,tablets , capsules , granule , powder or syrup 
oral or can prescribe to parenteral (Ideally, oral ) with such as 
injectable . 

[0029] 

Tliese formulation are produced with widely known method 
vehicle (saccharide derivative ;com starch , potato starch , ;al 
like for example lactose , sucrose , fructose , mannitol , 
sorbitol sulfate etc like carbonate ;calcium sulfate like the 
phosphate ;calcium carbonate like silicate ;calcium phosphate 
like cellulose derivative ;gum arabic ;dextran ;pullulan ;light 
anhydrous silicic acid , synthetic aluminum silicate , meta 
silicon acid magnesium aluminate like starch 
derivative ;crystalline cellulose , low degree of substitution 
hydroxypropyl cellulose , hydroxypropyl methylcellulose , 
carboxymelhyl cellulose , calcium carboxymethyl cellulose , 
interior crossl inking sodium carboxymethylcellulose -starch , 
dextrin , carboxymethyl starch way), the binder (for example 
aforementioned vehicle ;gelatin ;polyvinyl pyrrolidone ;tuna 
goal etc), disintegrating agent (chemical modification like for 
example aforementioned vehicle ;croscarmel]ose sodium , 
carboxymethyl starch sodium , crosslinking polyvinyl 
pyrrolidone it was done, starch , cellulose derivative etc), 
lubricant (carboxylic acid like waxes ;boric 
acid ;glycols ;fumaric acid , adipic acid like stearic acid metal 
salt ;colloidal silica ;V-gum , spermaceti like for example 
talc ;stearic acid ;calcium stearate , magnesium stearate ; 
sulfate like sodium carboxylate sah ;sodium sulfate like 
sodium benzoate ; starch derivative etc in silicon acid ; 
aforementioned vehicle like lauryl sulfate ;anhydrous silicic 
acid , silicon acid hydrate like leucine ;sodium lautyl sulfate , 



Page 37 Paterra® InstantMT® Machine Translation (U.S. Pat. Ser. No. 6,490,548; Pat. Pending Ser. No. 10/367,296) 



JP1998310586A 

^ h ' J -t? A ^ ; fis g :^ h ' J -t? A cfc 5 s ^ 
■9— ;u;Sft7Ki^il;v;i'f>K^). Sli*BI*SiJ 

fit?). #iR«i, 

□iS4(7)ii^icii. 1 m^yTis img(»jiic 

li. lOmg). ±m 2000mg(ff JilZli. 500nig)$. 
l*Ml^S4a)ii^lCli, 1 lE]^yTIS0.5mg(tf 
SiCli. 5nig)» ±KB 500mg(»JSlCli. 200mg) 
$ JftAlc^tLT. 1 B 1 TbS 6 m&mz!tiC 

[0030] 

99 37-43 1992^). 



tU^*>. 1%( w/wpU7.xD-;U*5<i:i;US5 
tUtB^Sfea-t^-y-^Ci**:*?) 2.5 kg)lwS;-^ 

S4 10 ii^lC, MitmW-J 40mg/kg 

(:^illlili(^]!l^b)iti^M)$}$ajLt=. 

-r-V? (Xerographic )j4[/N$b, 7-bPX^7L/Pv 
29 m 251-258 M. 1978 ^;Haia et 
al.,Alherosclerosis, 29, 251-258(1978)]lCj:y. ii 
«<SffigM(lmage Command 5098, :i-'J>AX 
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lauryl magnesium sulfate ), stabilizer 
(phenols ;thimerosal ;acetic anhydride ;sorbic acid etc like 
alcohols ;ben2alkonium chloride ;phenol , cresol like 
p-hydroxybenzoic acid esters ;chlorobutanol , benzyl alcohol , 
phenylethyl alcohol like for example methyl paraben , propyl 
paraben ), corrective (for example it is used usually, 
sweetener , acid flavoring , fragrance etc),making use of 
solvent (for example water and ethanol , glycerin etc) or other 
additive for diluent , injectable . 



As for amount used when different , it is a oral dosage with 
disease , age etc,when per time lower limit Img (Ideally, 10 

)» upper limit 2000mg (Ideally, 500 mg ), it is a 
intravenous administration , per time lower limit 0.5mg 
(Ideally, 5 mg ), the upper limit 500mg (Ideally, 200 mg ), it 
is desirable to prescribe vis-a-vis adult , accordingto per day 1 
to 6 time disease . 

Test Example and Formulation Example are shown below, 
this invention is explained fiirthermore in detail, but range of 
this invention is not something whichis limited in these. 

[0030] 

[Working Example(s)] 
Test Example 1 

arteriosclerosis development inhibition 

Inducement of experimental arteriosclerosis in rabbit 
corresponded to method of the Sakashita and others, 
(Sakashita and others and day medicine reason magazine, 9 th 
Vol.9, 37 -43page,1992 ). 

namely, 1 % ( w/w ) cholesterol and cholesterol feed which 
includes test compound (Or media ) wereprescnbed to male 
Japan albino rabbit (body weight : approximately 2.5 kg ). 

After dosage 1 0 week, pentobarbital of 40 mg/kg than 
external ear vein wasprescribed, narcotic after doing, aorta 
(From aorta bow iliac artery ) avulsion was done. 

aorta incision was done, lesioned part surface area was 
measured lesioned part of the bore with [kiseroguraflkku ] 
(Xerographic ) method [ [hata ] And others, 
[aserosukureroshisu ], Vol.29 , second 51- 258page , 
1978 ;Hata et al.. Atherosclerosis, 29, 251-258 (1978) ], 
making use of image analyzer (Image Co mm and 5098, 
Olympus Optical Co. Ltd. (DB 69-053-6248 ) supplied ). 
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^^oBSft [J :^i!liS®lil-i5i^)'5>S5J'$(%) As for lesioned part surface area it indicated percent which is 

irLTS^Lfco occupied in aorta surface area (%) as. 

U^^B 2 ai/S 3 \Z7fito Result is shown in Table 2 and Table 3 . 

[0031] [0031] 

[8 2] [Table 2] 







Flat average +/- standard deviation Test test compound throwing dose mgg/kg example several illness 
lesioned part surface area %) 








Example example compound no. 




3 


10 


14.8±1.9 


compound of 4 


3 


10 


14,8+/- 1. 
9 












10 


27.3 ±2.9 




Anti- control group 




10 


27.3 +/- 2. 9 






10 


0.0±0.0 


Correct normal group 




10 


0.0+/.+/-.0 



[0032] [0032] 
[$ 3] ■ [Table 3] 



umit^^ s#«(mg/kg) mu^mmiVo) (Vi^±mmmm) 


Even average +/- standard deviation ****************************** illustration example compound no. Test test 
compound dosage dose gmg/kg example several lesion lesioned part surface area ) 




ID 


10 


21.2±3.5 


compound of 277 


10 


10 


21.2+/- 3. 5 










10 


29.7±4,7 


Contrast control group 




10 


29.7+7-4.7 
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10 


0.0±0.0 


Norma] normal group 




10 


0.0+/-+/-.0 



[0033] 



In this test , compound of example compound no. 4 and 277 
showed arteriosclerosis development inhibition which is 
superior. 

[0033] 















Formulation Example 1 














capsules 




50.0 


mg 


Illustration example compound no. chemical combination compound 


50.0 


mg 










128.7 




Lactose 


128.7 




70.0 




[toumorokoshidenpun ] 


70.0 




1.3 


[sutearin ] magnesium phosphate 


1.3 










250 


mg 


250 


mg 



^-aU/cS. 250mg 0) 3 -^-tf^^^ 

[0034] 

mm 2 
m\ 

mTFitt^m^ 4 Oit^f^ 50,0 mg 
?LS 124.0 

\^^=EU:2i^9>'^> 25.0 



It mixes powder of above-mentioned formulation , after 
passing through sieve of 60 mesh , it inserts this powder 3 in 
gelatin capsule of 250 mg , makes capsules . 

[0034] 

Formulation Example 2 
tablets 

compound 50.0 mg of example compound no, 4 
lactose 124.0 
cornstarch 25.0 
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1.0 


magnesium stearate 


1.0 
















200 


mg 


200 


mg 






It mixes powder of above-mentioned formulation , 



1 & 200mg Oamtt^o 
[0035] 



pill- making doing with pill making machine , it makes tablets 
of 1 pill 200mg . 

To administer according to need sugar coat it is possible this 
tablets . 

[0035] 

[Effects of the Invention] 

Because compound which possesses aforementioned General 
Formula (1 ) which isa active ingredient of this invention has 
arteriosclerosis development inhibition which issuperior, also 
toxicity is weak, quite it is useiiil arteriosclerosis therapeutic 
agent or the prevention agent (Especially, therapeutic agent ) 
as. 
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